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TITLE 



ANTIBACTERIAL AGENTS 
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FIELD OF THE INVENTION 
This invention relates to novel compounds, compositions containing them and their 
use as antibacterials. 



BACKGROUND OF THE INVENTION 



The emergence of pathogens resistant to known antibiotic therapy Is becoming a 



10 serious global healthcare problem (Chu, et al., (1996) J. Med. Chem., 39: 3853-3874). 
Thus, there Is a need to discover new broad spectrum antibiotics useful in combating 
multidrug-resistant organisms. Importantly, it has now been discovered that certain 
compounds have antibacterial activity, and, therefore, may be useful for the treatment of 
bacterial infections in mammals, particulariy in humans. 

1 5 WO 02/08224. WO 02/56882, WO 02/40474 and WO 02/72572 applications 

disclose quinollne and naphthyridine derivatives having antibacterial activity. 



20 which are useful in the treatment of bacterial infections. This invention is also a 

pharmaceutical composition comprising a compound according to formula (I) and a 
pharmaceutically acceptable carrier. This invention is also a method of treating bacterial 
Infections in mammals, particularly in humans. 



SUMMARY OF THE INVENTION 
This invention comprises compounds of the formula (1), as described hereinafter, 
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DETAILED DESCRIPTION OF THE INVENTION 



This invention provides a compound of fomiula (I) or a pharmaceutically 
acceptable derivative thereof: 




(I) 
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wherein: 

Zi isNorCRia; 

R1 and Rla are independently liydrogen; hydroxy; (Ci^)alkoxy unsubstituted or 
substituted by (Ci.6)ail<oxy, hydroxy, amino, piperldyl.. guanldino or amidino any of which 
is unsubstitued or N-substltuted by one or two (Ci.6)alkyl. acyl. (Ci.6)alkyisulphonyl, 
CONH2. hydroxy, (Ci.6)alkylthio, heterocyclylthio. heterocyclyloxy. arylthio, aryloxy. 
acylthlo. acyloxy or (Ci.6)alkylsulphonyloxy: (Ci.6)alkoxy-substituted(Ci.6)alkyl; 
halogen; (Ci.6)alkyl; (Ci.6)alkylthlo; trifluoromethyl; trifluoromethoxy; nitro; azido; cyano; 
acyl; acyloxy; acylthlo; (Ci.6)alkylsulphonyl; (Ci.6)alkylsulphoxide; arylsulphonyl; 
aryisulphoxide; or an amino, piperidyl, guanldino or amidino group unsubstituted or N- 
substituted by one or two (Ci^)alkyl. acyl or (Ci.6)alkylsulphonyl groups; or r1 and Rla 
may together fomi ethylenedioxy; 

provided that when Zi Is CRla then r1 is not H; 

r2 is H or halogen; 

provided that when Z-j is N. then r2 is H; 

R3 is hydrogen; halogen; hydroxy; cyano; CF3; nitro; azido; acyl; aryl; heteroaryl; CO2H; 
acyloxy; acylthlo; (Ci.6)alkyl unsubstituted or substituted by one or two (Ci.6)alkoxy. 
hydroxy, amino, piperidyl, guanldino or amidino any of which Is unsubstitued or N- 
substituted by one or two (Ci.6)alkyl, acyl. (Ci .6)alkylsulphonyl. CONH2. hydroxy, (Ci. 
6)alkylthio, heterocyclylthio, heterocyclyloxy, arylthio. aryloxy, acylthlo. acyloxy or (Ci. 
6)alkylsuiphonyloxy; (Ci.6)alkoxy unsubstituted or substituted by one or two (C-\. 
6)alkoxy, hydroxy, amino, piperidyl, guanldino or amidino any of which Is unsubstitued or 
N-substituted by one or two (Ci.6)alkyl, acyl, (Ci.6)alkylsulphonyl, CONH2. hydroxy, (Ci. 
6)alkylthio, heterocyclylthio, heterocyclyloxy, arylthio, aryloxy, acylthlo, acyloxy or (Ci. 
6)alkylsulphonyloxy; (C3.7)cycloalkyl; (Ci.6)alkoxy-substituted(Ci.6)alkyl; (Ci.6)alkylthlo; 
trifluoromethoxy; (Ci.6)alkylsulphonyI; (Ci.6)alkylsulphoxide; arylsulphonyl; or 
aryisulphoxide; or an amino, piperidyl, guanldino or amidino group unsubstituted or N- 
substituted by one or two (Ci.6)alkyl. acyl or (Ci.6)alkylsulphonyl groups; 

wi is N, C, or CR4; 

W2 Is C=0, CR4, or CR4r5; 

W3 is C=0 or CR4r5; 



wo 2004/087145 



PCT/US2004/009371 



W4 is N or CR4; 

W5 is C=0 or CR4r5; 

we is C=0, CR4, or CR4r5; 

Alternatively, one of W2. W3, W5 and W6 Is CR4r6cr4r5 and the others defined 
above; 



each r4 and r5 is Independently hydrogen; halogen; hydroxy; cyano; CF3; 
nitro; azido; acyl; aryl; heteroaryl; CO2H; acyloxy; acylthio; (Ci.6)alkyl 
unsubstituted or substituted by one or two (Ci.6)alkoxy, hydroxy, amino, piperidyl. 
guanidino or amidino any of which Is unsubstltued or N-substltuted by one or two 
(Ci.6)alkyl. acyl, (Ci.6)aikylsuiphonyl, CONH2. hydroxy, (Ci.6)alkylthlo. 
heterocyclylthio, heterocyclyloxy, arylthlo. aryloxy. acylthio. acyloxy or (C-|. 
6)all<ylsuiphonyloxy; (Ci.6)alkoxy unsubstituted or substituted by one or two (C-j. 
6)alkoxy, hydroxy, amino, piperidyl, guanidino or amIdIno any of which Is 
unsubstituted or N-substituted by one or two (Ci.6)alkyl, acyl, (Ci. 
6)alkylsulphonyl, CONH2. hydroxy, (Ci.6)aIkylthlo, heterocyclylthio, 
heterocyclyloxy, arylthlo, aryloxy, acylthio, acyloxy or (Ci^)alkylsulphonyloxy; 
(C3-7)cycioall<yl; (Ci .6)alkoxy-substituted(Ci .6)all<yl; (Ci .6)alkylthlo; 
trifluoromethoxy; (Ci.6)all<y!sulphonyl; (Ci.6)alkylsulphoxide; arylsulphonyl; or 
aryisulphoxide; or an amino, piperidyl, guanidino or amidino group unsubstituted or 
N-substituted by one or two (Ci .6)alkyl, acyl or (Ci .6)alkylsulphonyl groups; or 
two r5 groups are joined together to form bicycloheptane; 

AisCR6R7 orC(O); 
BisCRSrS orC(O); 



R6, r7, r8^ and r9 are independently hydrogen; halogen; hydroxy; cyano; 
CF3; nItro; azido; acyl; aryl; heteroaryl; CO2H; acyloxy; acylthio; (C-i.6)alkyl 
unsubstituted or substituted by one or two (Ci.6)alkoxy. hydroxy, amino, piperidyl, 
guanidino or amidino any of which Is unsubstitued or N-substituted by one or two 
(Ci-6)alkyl, acyl. (Ci.6)alkylsulphonyl, CONH2, hydroxy, (C-, .6)alkylthlo, 
heterocyclylthio, heterocyclyloxy, arylthlo, aryloxy, acylthio, acyloxy or (Ci. 
6)alkylsulphonyloxy; (Ci.6)alkoxy unsubstituted or substituted by one or two (Ci. 
6)alkoxy, hydroxy, amino, piperidyl, guanidino or amidino any of which Is 
unsubstituted or N-substltuted by one or two (Ci.6)alkyl, acyl, (Ci. 
6)aIkylsulphonyl, CONH2. hydroxy. (Ci.6)alkylthio, heterocyclylthio, 
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heterocyclyloxy. arylthio. aryloxy. acylthio, acyloxy or (Ci.6)alkylsulphonyloxy: 
(C3.7)cycloallcyl; (Ci.6)alkoxy-substituted(Ci.6)alkyl; (Ci.6)alkylthio; 
tiifluoromethoxy; (Ci.6)alkyl8ulphonyl: (Ci.6)alkylsulphoxicle; arylsulphonyl; or 
arylsulphoxide; or an amino, plperldyl, guanidino or amidino group unsubstituted or 
N-substltuted by one or two (Ci.6)alkyl, acyl or (Ci.6)alkylsulphonyl groups; 

R10 is hydrogen; aryl; heteroaryl; (Ci.6)alkyl unsubstituted or substituted by one or two 
(Ci^)ail<oxy, acyloxy. carboxy. hydroxy, amino, plperldyl. piperazlnyl. morpholino. 
guanidino, or amidino. any of which Is unsubstituted or N-substltuted by one or two aryl. 
heteroaryl, halogen, unsubstituted (Ci^)alkyl. acyl. (Ci.6)alkylsulphonyl, arylsulphonyl. 
hydroxy, (Ci.6)alkylthio. heterocyclylthio, heterocyclyloxy. arylthio. aryloxy. acylthio. 
acyloxy, or (Ci.6)alkylsulphonyloxy. so long as the substitution does not lead to an 
unstable compound; (Ci.6)alkylcarbonyl; or (C2.6)alkenylcarbonyl; 

R1 1 Is a group -U-R12 where r12 is a substituted or unsubstituted bicycllc carbocyclic or 
heterocyclic ring system (A): 



^ (A) 
containing up to four heteroaloms In each ring In which 
at least one of rings (a) and (b) is aromatic; 

X1 is C or N when part of an aromatic ring or CR14 when part of a non 
aromatic ring; 

X2 is N, NR13 o, S(0)x, CO or CR14 when part of an aromatic or non- 
aromatic ring or may in addition be CR14r15 when part of a non aromatic ring; 
X3 and X^ are Independently N or C; 

V Is a 0 to 4 atom linker group each atom of which is Independently 
selected from N, NR13 q. S(0)x. CO and CR14 when part of an aromatic or non- 
aromatic ring or may additionally be CR14r15 when part of a non aromatic ring, 

y2 Is a 2 to 6 atom linker group, each atom of y2 being independently 
selected from N, NR13. o, S(0)x, CO and CRM when part of an aromatic or non- 
aromatic ring or may additionally be CR14r15 when part of a non aromatic ring; 
each of r14 and r15 fe Independently selected from: H; (Ci.4)alkylthio; halo; (Ci. 
4)alkyl; (C2.4)alkenyl; hydroxy; hydroxy(Ci^)alkyl; mercapto(Ci.4)alkyl; (Ci. 
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4)alkoxy; trlfluoromethoxy; nitro; cyano; carboxy; amino or aminocarbonyl 
unsubstituted or substituted by (Ci^)alkyl. 

each Ria is independently H; trifluoromethyl; (Ci^)alkyl unsubstituted oi 
substituted by hydroxy, carboxy, (Ci^)alkoxy, (Ci.6)alkylthlo. halo or 
trifluoromethyl; (C2.4)alkenyl; or aminocarbonyl wherein the amino group is 
optionally substituted (Ci.4)alkyi; 

each X is independently 0, 1 or 2; 
U is CO. SO2, CH2, or CR16r17; 

and r17 are Independently selected from H; aryl; heteroaryl; (C-j. 
6)alkyl; (Ci.6)alkyl substituted by (Ci.6)alkoxy, hydroxy, amino, piperidyl, 
piperazinyl, morpholino, guanidino, or amidlno. any of which Is substituted or N- 
substituted by one or two H, aryl, heteroaryl, halogen, cyano. CF3, (Ci.6)alkyl, 
acyl, (Ci.6)alkylsulphonyl, arylsulphonyl. hydroxy. (Ci^)alkylthlo. heterocyclylthi. 
heterocyclyloxy. arylthio. aryloxy, acylthio. acyloxy, or (Ci^)alkylsulphonyloxy, sc 
long as the substitution does not lead to an unstable compound; (Ci.6)alkoxy- 
substituted(Ci -6)a"<yl; hydroxy-substituted(Ci.6)alkyl; amlno-substituted(Ci . 
6)alkyl, which is N-substituted by one or two (Ci^)alkyl. acyl. (Ci. 
6)alkylsulphonyl, or arylsulphonyl; (C-|.6)alkylcarbonyl; (C2.6)alkenylcarbonyl; 
(Ci.6)alkoxycarbonyl; CO2H; or CF3; or 



a pharmaceutlcally acceptable salt or salts thereof. 



Also included in this invention are pharmaceutlcally acceptable addition salts, 
complexes or prodrugs of the compounds of this invention. Prodrugs are considered to 
be any covalently bonded carriers which release the active parent drug according to 
formula (I) in vivo. 

The invention also provides a pharmaceutical composition, in particular for use in 
the treatment of bacterial infections in mammals, particularly humans, comprising a 
compound of fomiula (I), or a pharmaceutlcally acceptable derivative thereof, and a 
pharmaceutlcally acceptable carrier. 

The invention further provides a method of treatment of bacterial infections in 
mammals, particulariy in humans, which method comprises the administration to a 
mammal in need of such treatment an effective amount of a compound of formula (I), or a 
pharmaceutlcally acceptable derivative thereof. 
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Preferably r1 is F. CI. OCH3. methyl, or SCH3. Most preferably R"" is F, CI, or 

OCH3. 

Preferably. Rla is H. OCH3, or OCH2CH2OCH3. 

Preferably. r2 is H or F. Most preferably r2 is H. 

Preferably. r3 is CI or F. 

Preferably w-| is N or CR4. 

Preferably W2, W3, W5. and we are CR4r5. 

Preferably each r4 is independently H. methyl. OH. -COOH, NH2, or -CH2OH. 

Preferably r5 is H. 

Preferably A is CR6r7. 

Preferably B is CR8r9. 

R6 and R8 are preferably H. 

Preferably R7 is H or OH. 

Preferably R9 is H or OH. 

Preferably RlOjsH. 

The group -U- is preferably -CH2-. 

Preferably r12 is an aromatic heterocyclic ring (A) having 8-1 1 ring atoms 
Including 2-4 heteroatoms of which at least one is N or NR13, jn which preferably y2 
contains 2-3 heteroatoms, one of which is S and 1-2 are N. with one N bonded to x3. 

Alternatively and preferably the heterocyclic ring (A) has ring (a) aromatic selected 
from optionally substituted benzo and pyrldo and ring (b) non-aromatic and y2 has 3-5 
atoms including a heteroatom bonded to selected from NR13. O or S and NHCO 
bonded via N to X3, or O bonded to X3. 

Examples of rings (A) include optionally substituted: 
(a) and (b) aromatic 

1 H-pyrrolo[2,3-b]-pyridln-2-yl, 1 H-pyrrolo[3,2-b]-pyridin-2-yl, 3H-imldazo[4.5-bl- 
pyrid-2-yl, 3H-qulnazolin-4-one-2-yl, benzimldazol-2-yl, benzo[1 ,2,3]-thiadiazol-5-yl. 
benzo[1,2,5]-oxadlazol-5-yl, ben2ofur-2-yl. benzothia20l-2-yl, benzo[b]thiophen-2-yl, 
benzoxazol-2-yl, chromen-4-one-3-yl, imidazo[1 ,2-a]pyridin-2-yl, imlda20-[1.2-a]-pyrimidin- 
2-yl. indol-2-yl, indol-6-yl, lsoquinolin-3-yl, [1 ,8]-naphthyridine-3-yl, oxazolo[4,5-b]-pyridin- 
2-yl, quinolln-2-yl. qulnolin-3-yl, quinoxalin-2-yl, indan-2-yl, naphthalen-2-yl. 1 ,3-dioxo- 
isoindol-2yl. benzimida2ol-2-yl, benzothiophen-2-yl. 1H-benzotriazol-5-yl, 1 H-indol-5-yl, 
3H-benzooxazol-2-one-6-yl, 3H-benzooxazol-2-thione-6-yl, 3H-benzothiazol-2-one-5-yl. 
3H-quinazolin-4-one-2-yl. 3H-quina2olin-4-one-6-yl, 4-oxo-4H-pyrido[1 ,2-a]pyrimidin-3-yl, 
benzo[1 ,2,3]th[adjazol-6-yl, benzo[1 ,2,5]thiadiazol-5-yl, benzo[1 ,4]oxazin-2-one-3-yl. 
benzothlazol-5-yl. benzothiazol-6-yl. cinnolln-3-yl, imidazo[1 .2-a]pyridazin-2-yl, 
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imidazo[1 .2-b]pyrida2in-2-yl. pyrazolo[1 .5-a]pyrazin-2-yl, pyrazolo[1 ,5-a]pyridin-2-yl. 
pyrazolo[1 .5-a]pyrimidin-6-yl. pyrazolo(5,1.c][1 .2.4]tria2in-3-yl. pyrido[1 .2-a]pyrimdin-4- 
one-2-yl. pyrido[1,2-a]pyrimidln-4-one-3-yl, quina20lln-2-yl. quinoxalin-6-yl. thlazolo[3.2- 

a] pyrimidin-5-one-7-yl. thiazolo[5.4-b]pyridin-2-yl, thieno[3,2-b]pyridin-6-yl. thia2olo[5.4- 

b] pyridin-6-yl.4-oxo-4H-pyrido[1,2-a]pyrimidin-2-yl, 1-oxo-1.2-dlhydro-isoquinolln-3-yl, 
thia2oIo[4.5-b]pyridin-5-yl,[1,2,3]thladiazolo[5.4-blpyridln-6-yl, 2H-isoquinolln-1-one-3-yl 

(a) is non aromatic 

(2S)-2.3-diliydro-1 H-indol-2-yl. (2S)-2,3-diliydro-benzo[1,4]dloxine-2-yl. 3-(R,S)- 
3,4-dihydro-2H-ben20[1 ,4]thiazin-3-yl. 3-(R)-2.3-dihydro-[1 .4]dioxinoI2.3-b]pyridln-3-irt. 3- 
(S)-2,3-dihydro-[1 ,4]dioxino[2.3-b]pyridin-3-yl, 2,3-dihydro-benzo[1 ,41dioxan-2-yl, 3- 
substituted-3H-quinazoiin-4-one-2-y!, 2.3-dihydro-ben2o[1,4]dioxan-2-yl. 1-oxo-1, 3,4.5- 
tetraliydrobenzo[c]azepin-2-yl. 

(b) is non aromatic 

1.1,3-trioxo-1,2.3,4-tetrahydro-1 ^benzo[1,4] thiazln-6-y!. benzo[1 ,3]dioxol-5-yl, 
2,3-diliydro-benzo[1 ,4]dioxin-6-yl, 2-oxo-2,3-dihydro-benzooxazol-6-yl, 4H- 
ben2o[1 .4]oxazin-3-one-6-yl (3-oxo-3,4-diliydro-2H-benzo[1 .4]oxazin-6-yl), 4H- 
benzo[1 ,4]thiazin-3-one-6-yl (3-oxo-3,4-diiiydro-2H-benzo[1 .4]tliia2in-6-yl), 4H- 
benzo[1 .4]oxa2in-3-one-7-yl. 4-oxo-2.3.4,5-tetraJiydro-benzo[b][1 .4]thiazepine-7-yl, 5-oxo- 

2.3- dihydro-5H-thiazolo[3.2-a]pyrimidin-6-yl, benzo[1 ,3]dioxol-5-yl, 2-oxo-2,3-dihydro-1 H- 
pyrido[2.3-b][1 ,4]tliiazin-7-yl. 2-oxo-2.3-dihydro-1 H-pyrido[3.4-b][1 .4]thiazin-7-yi. 3-oxo- 

3.4- dihydro-2H-pyrido[3,2-b][1 .4]thiazin-6-yl. 2,3-diliydro-[1 ,4]dioxino[2,3-b]pyridin-6-yl, 
2.3-dihydro-[1 ,4]dioxino[2,3-c]pyridin-7.yl, 2,3-dihydro-[1 ,4]dioxino[2,3-b]pyridin-7-yl, B.V- 
diiiydro-[1 .4]dioxino[2,3-d]pyrimidin-2-yl, 3-oxo-3,4-dihydro-2H-pyrido[3,2-b][1 ,4]oxazin-6- 
yl, 2-oxo-2,3-dihydro-1 H-pyrido[3,4-b][1 .4]oxazin-7-yl. 2-oxo-2.3-dihydro-1 H-pyrido[2.3- 
b][1 .4]oxazin-7-yl. 6-oxo-6.7-dihydro-5H-8-thia-1 .2,5-triaza-naphthalen-3-yl. 3,4-dihydro- 
2H-benzo[1 ,4]oxazin-6-y!. 3-substituted-3H-benzooxazol-2-one-6-yl, 3-substituted-3H- 
ben2ooxazole-2-thione-6-yl, 3-substituted-3H-benzotliiazol-2-one-6-yl, 2,3-dihydro-1 H- 
pyrido[2,3-b][1 ,4]thiazin-7-yl. 3.4-dihydro-2H-benzo[1 ,4]thiazin-6-yl, 3.4-dihydro-1 H- 
quinolin-2-one-7-yl, 3,4-dihydro-1 H-quinoxalin-2-one-7-y!, 6.7-dihydro-4H-pyrazolo[1 ,5- 
a]pyrimidin-5-one-2-yl, 5,6.7.8-tetrahydro-[1 .8]naphthyridin-2-yl, 2-oxo-3,4-dihydro-1 hi- 
ll ,8]naphthyridin-6-yl, 3,4-dihydro-2H-pyrido[3,2-b][1 ,4]thiazin-8-yl. 

r13 is preferably H If In ring (a) or in addition (Ci.4)all<yl such as methyl or 
Isopropyl when In ring (b). More preferably, in ring (b) R13 jg h when NR13 |s bonded to 
X3 and (Ci^)alkyl when NR^S is bonded to X5. 



wo 2004/087145 



PCTAJS2004/009371 



R '4 and r15 are preferably independently selected from hydrogen, halo, hydroxy. 
(C1.4) alkyi, (Ci.4)alkoxy, trifluoromethoxy; nitro, cyano. aryl(Ci.4)alkoxy and (C-j. 
4)alkylsulphonyl. 

More preferably rIS js hydrogen. 

More preferably each R^^ te selected from hydrogen, chloro, fluoro, hydroxy, 
methyl, methoxy, trifluoromethoxy, benzyloxy, nItro, cyano and methylsulphonyl. Most 
preferably r14 js selected from hydrogen, hydroxy, fluorine or nItro. Preferably 0-3 groups 
R^^ are substituents other than hydrogen. 

Preferred groups R'lS include: 

[1,2,3]thladiazolo[5.4-b]pyridin-6-yl; 
1 H-Pyrrolo[2,3-b]pyridln-2-yl; 
2,3-Dihydro-[1,41dloxino[2,3-blpyridin-6-yl; 
2,3-Dihydro-(1,4]dioxino[2,3-blpyridin-7-yl; 
2,3-Dihydro-[1,4]dioxino[2.3-c]pyridin-7-yl; 

2.3- dihydro-ben2o[1,4]dloxln-6-yl; 
2-oxo-2,3-dihydro-1 H-pyrido[2,3-b][1 ,4]oxazln-7-yl; 

2- oxo-2.3-dihydro-1 H-pyrido[2,3-b][1 ,41thiazin-7-yl; 

3.4- dihydro-2H-ben2o[1,4]oxa2in-6-yi; 

3- Methyl-2-oxo-2,3-dihydro-benzooxazol-6-yl; 
3-oxo-3,4-dihydro-2H-benzo[1 ,4]oxazin-6-yl; 

3- oxo-3,4-dihydro-2H-pyrido[3,2-b][1,4]oxazin-6-yl; 
4H-benzo[1,4] thia2in-3-one-6-yl; 

4- oxo-4H-pyrido[1,2-a]pyrimidin-2-yl; 

6- nitro-ben2o[1 ,3]dioxol-5-yl; 

7- fluoro-3-oxo-3,4-dihydro-2H-benzo[1 ,4] oxazin-6-yl; 

8- Hydroxy-1 -oxo-1 ,2-dihydro-isoquinolin-3-yl; 
8-hydroxyquinolin-2-yl; 

benzo[1 ,2,3]thiadiazol-5-yl; 
benzo[1 ,2,5]thiadiazol-5-yl; 
benzothiazol-5-yl; 
thia2olo-[5,4-b]pyridin-6-yl; 

3-oxo-3,4-djhydro-2H-pyrido[3,2-ib][1,4]thiazln-6-yl; 
7-chloro-3-oxo-3,4-dihydro-2Ay-pyrido[3,2-fe][1,4]thiazin-6-yl; 
7-fluoro-3-oxo-3,4-dihydro-2/+pyrido[3,2-/j][1,4]thiazin-6-yl.and 
2-oxo-2,3-dihydro-1 H-pyrido[3,4-£)][1 ,4]thiazin-7-yl. 

8 
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Most preferred groups R12 include: 
benzoll ,2.5]thiadia20l-5-yl; 
4H-benzo[1,4] thlazin-3-one-6-yl; 
2,3-dihydro-benzo[1,4]dioxin-6-yl; 
benzoEl ,2,3]thladlazol-5-yl; 
3-oxo-3,4-dlhydro-2H-benzo[1,4]oxazfn-6-yl; 
7-fluoro-3-oxo-3,4-dlhydro-2H-benzo[1,41 oxazin-6-yl; 

2- oxo-2,3-dihydro-1 H-pyrido[2.3-bl[1 ,41thlazln-7-yl; 
2,3-Dlhydro-[1,4]dioxlno[2,3-c]pyridin-7-yl; 

3- oxo-3,4-dihydro-2H-pyrido[3,2-b][1,4]oxazln-6-yI; 
[1,2,3]thiadiazolo[5,4-b]pyridin-6-yl; 

3-oxo-3,4-dihydro-2«-pyrido[3,2-b][1,4]thlazin-6-yl; 
7-chloro-3-oxo-3,4-dihydro-2«.pyrido[3,2-d][1.4]thlazin-6-yl; 
7-fluoro-3-oxo-3,4-dihydro-2H.pyrldo[3,2-d][1 ,4]thiazin-6-yl, and 

2- oxo-2,3-dihydro-1 H-pyrido[3.4-l7][1 ,4]thiazln-7-yl. 

Most especially preferred groups r12 include: 

3- oxo-3,4-dihydro-2H-pyrido[3,2-5][1,4lthlazin-6-yl, 
3-oxo-3,4-dlhydro-2H-pyrldo[3.2-/b][1 ,4]oxazin-6-yl. and 
2.3-Dlhydro-[1,4]dioxinoI2,3-c]pyridin-7-yl. 

Prefen-ed compounds of this Invention include: 

6-({2-[1-(6-methoxyquinolin-4-yl)piperidln-4-yl]ethylamlno}methyl)-4rt4>yrido[3.2- 
^)][1,4]oxazin-3-one; 

6-({2-[1-(6-nr)ethoxyquinolin-4-yl)piperidin-4-yl]ethylamlno}methyl)-4^pyrido[3,2- 
ib][1.4]thiazin-3-one; 

(2,3-dihydro-[1,4]dioxino[2.3-c]pyrldin-7-ylmethyl)-2-[1-(6-methoxy 
quinolin-4-yl)piperidin-4-yl]ethyl}amlne; 

6-({2-[1-(6-methoxynaphthyridln-4-yl)piperidin-4-yl]ethylamino}methyl)-4«^ 
pyrido[3,2-d][1 ,4]oxazin-3-one; 

6-({2-[1-(6-methoxynaphthyridin-4-yl)piperidin-4-yl]ethylamlno}methyl)-4/4^ 
pyrldo[3,2-i?][1,4]thiazin-3-one; 

(2,3-dihydro-[1.4]dioxino[2.3-c]pyrldin-7-ylmethyl)-{2-[1-(6-methoxy 
naphthyridin-4-yl)piperidin-4-yl]ethyl}amine; 
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6-({2-[i -(3-chloro-6-methoxy-[1 .5]quinolin-4-yl)phenyl]ethylamlno} methyl)-4A^ 
pyrido[3,2-/)][i .4]oxazin-3-one: 

6-({2-[1 -(3-chloro-6-methoxy-[1 .5]quinolin-4-yl)phenyl]ethyIamino} methyI)-4/V- 
pyrido[3.2-6][l,4]thia2ln-3-one; 

{2-[1-(3-chlor<>6-methoxyquinolln-4-yl)pjperidin-4-yl]ethyl}-(2.3-clihydro 
[1,4]dioxino[2,3-c]pyridin-7-ylmethyl)amine; 

6-({2-[1-(3-chloro-6-methoxy-[1.5Jnaphthyrldln-4-yl)phenyOethylamlno}methyl). 
4H-pyrido[3.2-fc][1,4]oxa2in-3-one; 

6-({2-[1-(3-chloro-6-methoxy-[1.5]naphthyridin-4-yl)phenyl]ethylamino}methyl)- 
4/i^pyrido[3,2-6][1,4]thiazin-3-one; 

{2-[1-(3-chloro-6-methoxynaphthyridin-4-yl)piperidin-4-yl]ethylH2,3- 
dlhydro[1 .4]dioxino[2.3-c]pyridin-7-ylmethyl)amine; 

6-({2-[4-(6-methoxyquinolin-4-yl)plpera2ln-1-yOethylamino}methyl)-4/^yrido[3,2- 
it>][1,4]oxa2in-3-one; 

6-({2-[4-(6-methoxyquinolin-4-yl)piperazln-1-yl]ethylamino}rnethyl)-4ff-pyrido[3,2- 
,4]thia2in-3-one; 

(2,3-dihydro.I1.4]dioxino[2.3.c]pyridin-7-ylmethy042-[4-(6-methoxyqu^ 
yl]ethyl}amine; 

6-({2-[4-(6-methoxynaphthyridin-4-yl)p|pera2in-1-yOethylamino}methyl)-4y^ 
pyrido[3,2-d][1 .4Ioxa2in-3-one; 

6-({2-[4-(6-methoxynaphthyridin-4-yl)pipera2in-1-yl]ethylamlno}methyl)-4H- 
pyrido[3,2-^7l[1,4]thia2in-3-one; 

(2.3-dihydro-I1,4]dioxino[2,3-c]pyridin-7-yImethyl)-{2-[4-(6-m 
yl)piperi2in-1 -yl]ethyl}amine; 

6-({2-[4-(3-chloro-6-rnethoxyquinolin-4-yl)pipera2in-1-yl]ethylamino}methyl)-4^ 
pyrido[3,2-b][1 ,4Joxa2in-3-one; 

6-({2-[4-(3-chloro-6-methoxyquinolin-4-yl)piperazin-1-yl]ethylamino}methyl)^H. 
pyrldo[3.2-ib][1,4]thia2in-3-one; 

{2-[4-(3-chloro-6-methoxyquinolin-4-yl)piperazin-1-yl]ethyl}-(2,3- 
dihydro[1 .4Idioxino[2,3-c]pyridin-7-ylmethyl)amine; 

6-({2-[4.(3-chloro-6-methoxynaphthyrldin-4-yl)pipera2in-1 -yl] ethylamino} methyl)- 
4A^pyrldo[3,2-Z)][1,4]oxa2in-3-one; 

6-({2-[4-(3-chloro-6-methoxynaphthyridin-4-yl)piperazin-1-yJJ ethylamino} methyl)- 
4/:^pyrido[3,2-/?][1,4]thia2in-3-one; 

{2-[4-(3-chloro-6-methoxynaphthyridin-4-yI)pipera2in-1-yl]ethyl}-(2.3- 
dlhydro[1 .4]dioxino[2,3-cIpyridin-7-ylmethyl)amine; 

10 



wo 2004/087145 



PCT/US2004/009371 



6- ({2-[4-(6-Methoxy-[1 .51naphthyriclin-4-yl)-3.6-dlhydro-2 H -pyridin-1-yl]-2-oxo- 
ethylamlno}-methyl) -4 H -pyrido[3.2-b][1.41thiazin-3-one; 

N-(2-{1-[6-(methyloxy)-1,5-naphthyridin-4-yl]-4-piperidinyl}ethyl)-3-oxo-3,4- 
dihydro-2Hi3yrido[3,2-b][1.4]thia2lne-6-carboxamide; 

N-(2-{1 -[6-(methyloxy)-1 .5-naphthyridin-4-yl]-4-plperidlnyl}ethyl)-3-oxo-3,4- 
dlhydro-2H-1,4-benzothlazlne-6-sulfonamlde; 

N-methyI-N-(2-{1 -[6-(methyloxy)-1 ,5-naphthyridln-4-ylH-piperidinyl} ethyl)-3-oxo- 
3,4-dihydro-2H-pyrido[3.2-b][1.4]thia2ine-6-carboxamlde: 

N-methyl-N-(2-{1-[6-(methyloxy)-1,5-naphthyridin-4-yl]-4-piperidinyl} ethyt)-3-oxo- 
3,4-dihydro-2H-1 ,4-benzothiazine-6-sulfonamide; 

N-(2-{1 -[3-chloro-6-(methyloxy)-1 .6-naphthyridin-4-yl]-4-piperidinyl} ethyl)-3-oxo- 
3,4-dihydro-2H-1 ,4-ben2othia2lne-6-sulfonamide; 

7- {[(2-{4-[6-(methyloxy)-1 ,5-naphthyrldin-4-yll-1 -piperazinyl}ethyl) oxy] methyl}- 

2.3- dihydro[1,4]dioxino[2,3-cJpyrldine; 

N-(2-{4-[6-(methyloxy)-1.5-naphthyridin-4-yl]-1-plpera2jnyl}ethyl)-3-oxo-3.4- 
dihydro-2H-pyrldo[3.2-b][1,4]thia2lne-6-carboxamide; 

N-methyl-N-(2-{4-[6-(methyloxy)-1.5-naphthyridin-4-yl]-1-piperazinyl} ethyl)-3-oxo- 

3.4- dihydro-2H-pyrido[3,2-b][1,4]thiazine-6-carboxamide; 

N-(2-{4-[6-(methyloxy)-1,5-naphthyridin-4-yl]-1-pjperazinyl}ethyl)-3-oxo-3,4- 
dihydro-2H-1,4-ben20thiazine-6-sulfonamldo; 

N-methyl-N-(2^4-[6-(methyloxy)-1.5-naphthyrldin-4-ylI-l-pipera2inyl}ethyl)-3-oxo- 
3,4-dihydro-2H-1,4-benzothia2ine-6-sulfonamlde; 

6-{[(2-{4-[6-(methyloxy)-1 ,5-naphthyridin-4-yl]hexahydro-1 H-1 ,4-dia2epin-1 - 
yl}ethyl)amino]methyl}-2H-pyrido[3,2-b][1.4]thfa2ln-3(4H)-one; 

N-(2-{4-[6-(methyloxy)-1 ,5-naphthyridin-4-yl]hexahydro-1 H-1 ,4-dia2epln-1 - 
yl}ethyl)-3-oxo-3.4-dihydro-2H-1,4-benzothia2lne-6-sulfonamide; 

6-{[(2-{(1 R.4R)-5-[6-(methyloxy)-1 ,5-naphthyridin-4-yl]-2.5- 

dia2abicycIo[2.2.1]hept-2-yl}ethyl)amino]methyl}-2H-pyrldo[3,2-b][1,4]thla2in-3(4H)-one; 

6-[({1 -[6-(methyloxy)-1 .6-naphthyridin-4-ylH-piperidinyl}amino) methyl]-2H- 
pyrido[3,2-b][1.4]thiazin-3(4H)-one; 

6-{[(2-{4-hydroxy-1-[6-(methyloxy)-l,5-naphthyrldln-4-yl]-4-plperidinyl}ethyl) 
amino]methyl}-2H-pyrido[3,2-b][1.4]thia2in-3(4H)-one; 

6-{[(2-{4-hydroxy-1-[6-(methyloxy)-1.5-naphthyridin-4-yl]-4-piperidinyl}ethyl) 
amino]methyl}-2H-pyrido[3,2-b][1,4]oxazin-3(4H)-one: 

N-(2-{4-hydroxy-1-[6-(methyloxy)-1,5-naphthyrldin-4-yl]-4-piperidinyI}ethyl)-3-oxo- 
3.4-dihydro-2H-1,4-ben20thia2ine-6-sulfonamide; 
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6H[(2-{4-[7-fluoro-6-(methyloxy)-l,5-naphthyridin-4-yl]-1.piperazinyl}ethyl) 
aminoJmethyl}-2H-pyrido[3,2-b][1,4]thlazln-3(4H)-one; 

6-{[(2-{4-[7-fluoro-6-(methyloxy).l,5-naphthyridfn-4-ylM.piperazinyl} 
ethyl)amino]methyl}-2H-pyrido[3,2-b][1 .4]oxazln.3(4H)-one; or 
a pharmaceutically acceptable salt or salts thereof. 

Unless otherwise defined, the term (Ci ^)alkyl when used alone or when forming 
part of other groups (such as the 'alkoxy' group) includes substituted or unsubstituted. 
straight or branched chain alkyi groups containing 1 to 6 carbon atoms. Examples of' 
(Ci.3)alkyl include methyl, ethyl, n-propyl. and Isopropyl groups. 

The term (C2.6)alkenyl means a substituted or unsubstituted alkyi group of 2 to 6 
carbon atoms, wherein one carbon-carbon single bond Is replaced by a carbon-carbon 
double bond. Examples of (C2.6)alkenyl include ethylene, 1-propene. 2-propene. 1- 
butene. 2-butene. and isobutene. Both cis and trans Isomers are Included. 

The term (C3.7)cycloalkyl refers to subsltuted or unsubstituted carbocycllc system 
of three to seven carbon atoms, which may contain up to two unsaturated caifcon-carbon 
bonds. Examples of (C3.7)cycloaikyl include cyclopropyl. cyciobutyl, cyciopentyl. 
cyclopentenyl, cyclohexyl, cyclohexenyl, and cycloheptyl. 

Unless othenwise defined, suitable substituents for any (Ci.6)alkyl, (Ci.6)alkoxy. 
(C2.6)alkenyl. and {C3.7)cycioalkyl groups includes up to three substituents selected from 
the group consisting of hydroxy, halogen, nitro. cyano, carboxy, amino, amidino. 
sulphonamido. unsubstituted (Ci .3)alkoxy. trifiuromethyl, acyioxy. 

Halo or halogen includes fluoro. chloro, bromo and iodo. 

Haloallcyl moieties include 1-3 halogen atoms. 

Unless othenA^ise defined, the term "heterocyclic" as used herein includes 
optionally substituted aromatic and non-aromatic, single and fused, rings suitably 
containing up to four hetero-atoms in each ring selected from oxygen, nitrogen and 
sulphur, which rings may be unsubstituted or C-substituted by. for example, up to three 
groups selected from (Ci.4)alkylthio; halo; haIo(Ci^)alkoxy; halo(Ci.4)alkyl; (Ci.4)aikyl; 
(C2.4)alkenyl; hydroxy; hydroxy, (Ci.4)alkyl; mercapto(Ci.4)alkyl; (Ci^)alkoxy; nitro; 
cyano. carboxy; (Ci.4)aikylsuiphonyi; (C2.4)alkenylsulphonyl; or aminosulphonyl wherein 
the amino group is optionally substituted by (Ci.4)alkyl or (C2.4)alkenyl. 

Each heterocyclic ring suitably has from 4 to 7. preferably 5 or 6. ring atoms. A 
fused heterocyclic ring system may include carbocyclic rings and need include only one 
heterocyclic ring. 
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Compounds within the Invention containing a heterocyclyl group may occur In two 
or more tautometric forms depending on the nature of the heterocyclyl group; all such 
tautomeric forms are Included within the scope of the Invention. 

Where an amino group forms part of a single or fused non-aromatic heterocyclic 

ring as defined above suitable optional substituents in such substituted amino groups 

Include H; trifluoromethyl; (Ci^)alkyl optionally substituted by hydroxy. (Ci^)alkoxy, (Ci. 

4)alkylthio, haloortrifluoromethyl; (C2^)alkenyl; 

When used herein the term -aryl". includes optionally substituted phenyl and 
naphthyl. 

Aryl groups may be optionally substituted witii up to five, preferably up to three 
groups selected from (Ci.4)alkylthlo; halo; halo(Ci.4)alkoxy: halo(Ci^)alkyl; (Ci^)alkyl; 
(C2.4)alkenyl; hydroxy; hydroxy(Ci^)alkyl; mercapto(Ci.4)alkyl; (Ci^)alkoxy; nitro; 
cyano; carboxy; amino or aminocarbonyl optionally substituted by (Ci^)alkyl; (Ci. 
4)alkylsulphonyl; (C2-4)alkenylsulphonyl. 

The temi "acyl" includes formyl and (Ci.4)alkylcarbonyl group. 

Some of the compounds of this Invention may be crystallised or recrystallised from 
solvents such as aqueous and organic solvents, in such cases solvates may be formed. 
This invention includes within its scope stoichiometric solvates Including hydrates as well 
as compounds containing variable amounts of water that may be produced by processes 
such as lyophilisation. 

Since the compounds of fomiula (I) are Intended for use in phamiaceutical 
compositions it will readily be understood that they are each provided in substantially pure 
fomn. for example at least 60% pure, more suitably at least 75% pure and preferably at 
least 85%. especially at least 98% pure (% are on a weight for weight basis). Impure 
preparations of the compounds may be used for preparing the more pure forms used in 
the pharmaceutical compositions; these less pure preparations of the compounds should 
contain at least 1%, more suitably at least 5% and preferably from 10 to 59% of a 
compound of the formula (1) or pharmaceutlcaliy acceptable derivative thereof. 

Pharmaceutically acceptable derivatives of the above-mentioned compounds of 
formula (I) include the free base form or their acid addition or quaternary ammonium salts, 
for example their salts with mineral acids e.g. hydrochloric, hydrobromic. sulphuric nitric or 
phosphoric acids, or organic acids, e.g. acetic, fumaric. succinic, maleic. citric, benzoic, p- 
toluenesulphonic, methanesulphonic. naphthaienesulphonic acid or tartaric acids. 
Compounds of formula (I) may also be prepared as the N-oxide. Compounds of formula 
(I) having a free carboxy group may also be prepared as an in vivo hydrolysable ester. 
The invention extends to all such derivatives. 
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Examples of suitable pharmaceutically acceptable in vivo hydrolysable ester- 
forming groups Include those forming esters which break down readily in the human body 
to leave the parent acid or Its salt. 

Suitable groups of this type include those of part fomiulae (1), (ii), (ill), (iv) and (v): 



— ch-o.co.r" 



CHa— or" 



r 



•CHOCO- 



(iii) 



// ^Q-CO-CH-R« 




r''oc 




r" 



r' 



(V) 



wherein pa is hydrogen. (Ci.s) alkyl. (C3.7) cycloalkyi, methyl, or phenyl, Rb is 
(C1.6) alkyi, (C1.6) alkoxy, phenyl, benzyl, (C3.7) cycloalkyi, (C3.7) cycloalkyloxy, {C1.6) 
alkyl (C3.7) cycloalkyi, 1 -amino (C1.6) alkyl, or 

1-(Ci.6 alkyl)amino (C1.6) alkyl; or pa and Rb together fomi a 1 ,2-phenylene 
group optionally substituted by one or two methoxy groups; RC represents (C1.6) alkylene 
optionally substituted with a methyl or ethyl group and Rd and R© Independently 
represent (Ci .q) alkyl; Rf represents (pi .q) alkyl; RQ represents hydrogen or phenyl 
optionally substituted by up to three groups selected from halogen, (C1.6) alkyl, or (C-|.6) 
alkoxy; Q is oxygen or NH; Rh is hydrogen or 

(C1.6) alkyl; R" is hydrogen, (C1.6) alkyl optionally substituted by halogen, (C2_6) 
alkenyl, {C^.q) alkoxycarbonyl, aryl or heteroaryl; or Rh and R' together form 
(C1.6) alkylene; Ri represents hydrogen, (C-i.Q) alkyl or (Ci_6) alkoxycarbonyl; 
and Rk represents (C-1.3) alkyl, (Ci-g) alkoxy, (C1.6) alkoxy(Ci.6)alkoxy or aryl. 
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Examples of suitable in vivo hydroiysable ester groups include, for example, 
acyloxy(Ci.6)alkyl groups sucli as acetoxymethyl, pivaloyloxymethyl, D-acetoxyethyl. □ 
-pivaloyloxyethyl, 1-(cyclohexylcarbonyloxy)prop-1-yl. and 

(l-aminoethyl)carbonyloxymethyl; (Ci.6)alkoxycarbonyIoxy(Ci.6)all<yl groups, such as 
ethoxycarbonyloxymethyl, □ -ethoxycarbonyloxyethyl and propo)qrcarbonyloxyetliyl; 
di(Ci-6)alkylamino(Ci.6)all<yl especially di(Ci^)alkyIamlno(Ci.4)alkyl groups such as 
dimethylaminomethyl, dimethylaminoethyl, diethylaminomethyl or diethylamlnoethyl; 
2-((Ci.6)alkoxycarbonyl)-2-(C2^)alkenyl groups such as 

2-(isobutoxycarbonyl)pent-2-enyl and 2-(ethoxycarbonyl)but-2-enyl; lactone groups such 
as phthalidyl and dimethoxyphthalidyl. 

A further suitable phannaceutically acceptable in vivo hydroiysable ester-fonning 
group is that of the fomfiula: 



wherein Rk is hydrogen, Ci.6 alkyi or phenyl. 
R is preferably hydrogen. 

Compounds of formula (I) may also be prepared as the corresponding N-oxides. 

Certain of the compounds of formula (I) may exist in the fonn of optical isomers, 
e.g. diastereoisomers and mixtures of isomers in aii ratios, e.g. racemic mixtures. The 
invention includes aii such forms, in particular the pure isomeric forms. For example the 
invention includes compound in which an A-B group CH(OH)-CH2 "s in either isomeric 
configuration, the /?-isomer is preferred. The different isomeric forms may be separated 
or resolved one from the other by conventional methods, or any given isomer may be 
obtained by conventional synthetic methods or by stereospecific or asymmetric 
syntheses. 
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The compounds of the present invention were prepared by the methods illustrated 
in Schemes I, II, and VIII. 



Scheme I 



NHBoc 




NHBoc 




1-5 1-6 



Reagents and Conditions: (a) (Boc)20. THF. RT; (b) PtOa. 1N HCI. H2 (1 atm), 12 h; (c) 1-2, 
EtN(/-Pr)2. DMF. 100 "C, 18 h; (d) TFA. CHaClg. RT; (e) 3-oxo.3,4-dihydro-2H-pyrido[1.4]thiaine- 
6-carboxaldehyde. Na2S04, EtOH, CH2CI2. then NaBH4. 

Pyridine (1-1) is reacted with di-fe/t-butyl dicarbonate or a similar commercially 
available Boc-reagent to afford 1-2. The use of protecting groups to mask reactive 
functionality is well-known to those of skill in the art, and other protecting groups are listed 
in standard reference volumes, such as Greene, "Protective Groups In Organic Synthesis" 
(published by Wiley-lnterscience). 

Hydrogenation of the pyridine moiety under acidic conditions using an appropriate 
catalyst, such as Pt20, or others listed in standard reference books such as Rylander, 
"Hydrogenation Methods" (published by Academic Press) provides the piperldine 1-2. 
Reaction of the piperldine 1-2 with an appropriately substituted pyridine electrophile 1-3 
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under thermal conditions provides compound 1-4. See (J. MedL Chem. 2002. 45, 4975) for 
similar reaction examples. Removal of the Boc protecting group Is carried out under 
standard acidic conditions to give the free amine 1-5. The primary amine derivative Is then 
converted to a secondary amine 1-6 by reaction with an aldehyde and a suitable reducing 
agent. 

For example, 2-[1-(6-methoxyquinolln-4-yl)piperidln-4-yl]ethylamine Is converted to 
an Imine by reaction with an aldehyde In protic or aprotic solvents such as DMF. CH2CI2. 
EtOH or CH3CN. The imIne Is subsequently or simultaneously reacted with a suitable 
reducing agent such as NaBH4, NaBH(OAc)3 or NaBHgCN in solvent. Depending on 
whether acid neutralization Is required, an added base, such as triethylamlne (EtgN). 
diisopropylethylamine ((i-Pr)2NEt). or K2CO3. may be used. Many additional methods for 
reductive aminations are known, and can be found in standard reference books, such as 
"Compendium of Organic Synthetic Methods". Vol. I - VI (published by Wlley- 
Interscience). 

Scheme 11 



10 



H 

3 b 

6 



11-1 



11-2 



o 

MeO^ ^xts^ ? ^ MeO 

^ So 





11-3 



IM 



N 



MeO 




N 11^ 



Reagents and Conditions: (a) Ethyl trifluoroacetate. THF. RT; (b) 1-3. EtsN. DMF. 100 -C. 18 h- 
(c) K2CO3, MeOH. H2O. RT; (d) 3-oxo-3.4-dihydro-2«-pyrldo[1.4]thiazine.6-catt)oxaldehyde 
Na2S04, EtOH, CH2CI2. then NaBH4. 
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Piperazine (IH) is reacted with ethyi trifluoroacetate or a similar commercially 
available acylating reagent to afford (11-2). The use of protecting groups to mask reactive 
functionality is well-known to those of skill in the art, and other protecting groups are listed 
in standard reference volumes, such as Greene, "Protective Groups in Organic Synthesis" 
(published by Wiley-lnterscience). 

Reaction of the piperazine (11-2) with an appropriately substituted pyridine 
electrophiie (1-3) under themial conditions provides compound (11-3). See (J. Med. Chem. 
2002, 45, 4975) for similar reaction examples. Removal of the acyl protecting group is 
carried out under standard saponification conditions to give the free amine (II-4). The 
primary amine derivative is then converted to a secondary amine (IN5) by reaction with an 
aldehyde and a suitable reducing agent. 

For example, 2-[4-(6-methoxyquinolin-4-yl)piperazin-1-yl]ethylamlne is converted 
to an imine by reaction with an aldehyde in protic or aprotic solvents such as DMF, 
CH2CI2, EtOH or CH3CN. The imine is subsequentiy or simultaneously reacted with a 
suitable reducing agent such as NaBH4, NaBH(OAc)3 o>" NaBHsCN in solvent. 
Depending on whether acid neutralization is required, an added base, such as 
triethylamine (EtaN), diisopropylethyiamine ((i-Pr)2NEt), or K2CO3, may be used. l\/lany 
additional methods for reductive aminations are known, and can be found in standard 
reference books, such as "Compendium of Organic Synthetic Methods", Vol. I - VI 
(published by Wiley-lnterscience). 
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Scheme IH 




III-9 



5 Reagents and Conditions: (a) LDA. -78^0. THF, then N-phenyltrifluromethanesulfonimide; (b) 
PDCI2 (dppf). KOAc. dppf, bispinacolatodiboron, 1.4-dioxane, 48h. 90^0, followed by PdCI2(dppO, 
potassium carbonate, 80^ 72h; (c) TFA, DCM. 1 h. RT. then sodium bicarbonate: (d) N-boc- 
glycine. HATU. triethylamine. DMF. 18h, RT; (e) 4M HCL, 1,4-dioxane, CHCI3, 15 min, RT; (f) 3- 
Oxo-3,4-dihydro-2H-pyrido[3,2-b][1.4]thia2ine-6-carbaldehyde NaCNBHg, MeOH, 18hr, RT. 
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Ketone (IIH) is reacted with LDA and then with N-phenyltrifluoromethane 
sulfonimide to give triflate (1-2) see (Synthesis 1991, 993). Trifiate (III-3) is reacted under 
palladium catalysis to provide the crude intermediate (IIM) which is further reacted with 
(III-2) to give (III-5), see (Tetrahedron Letters 1997, 38 3447). 

Removal of the Boc protecting group is can-ied out under standard acidic 
conditions to give the free amine (III-6). The amine derivative is then coupled with N- 
Boc-giycine under standard HATU coupling conditions to give (III-7). 

Removal of the Boc protecting group is carried out under standard acidic 
conditions to give the free amine (III-8). The primary amine derivative is then converted to 
a secondary amine (lil-9) by reaction with an aldehyde and a suitable reducing agent. For 
example, 2-Amino-1-[4-(6-methoxy-[1,5]naphthyridin-4-yl)-3,6-dihydro-2 H -pyridin-1-yl]- 
ethanone is converted to an imine by reaction with an aldehyde in protic or aprotic 
solvents such as DMF. CH2Ci2, EtOH or CH3CN. 

The imine is subsequently or simultaneously reacted with a suitable reducing 
agent such as NaBH4. NaBH(OAc)3 or NaBHaCN in solvent. Depending on whether acid 
neutralization is required, an added base, such as triethylamine (EtaN), 
diisopropylethylamine ((i-Pr)2NEt), or K2CO3, may be used, iy/iany additional methods for 
reductive aminations are l<nown, and can be found in standard reference books, such as 
"Compendium of Organic Synthetic iVIethods", Vol. I - VI (published by Wiley- 
Interscience). 
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Scheme IV 




5 Reagents and Conditions: (a) Ethyl trmuoroacetate, THF, RT; (b) 1-3, EXqK DMF, 100 **C, 18 h; 
(c) K2CO3, MeOH, H2O, RT; (d) 3-oxo-3,4-dihydro-2H.pyrido[3.2-d][1,4]thiazine-6-carboxylic acid, 
EDC, HOBt, (APr)2NEt, DMF, RT. 

PIperazlne (IM) Is reacted with ethyl trifluoroacetate or a similar commercially 
10 available acylating reagent to afford (11-2). The use of protecting groups to mask reactive 
functionality is well-known to those of skill in the art, and other protecting groups are listed 
in standard reference volumes, such as Greene, "Protective Groups In Organic Synthesis" 
(published by Wlley-lnterscience). 

Reaction of the piperazlne (11-2) with an appropriately substituted pyridine 
15 electrophile (1-3) under thermal conditions provides compound (11-3). See (J. Med. Chem. 
2002, 45, 4975) for similar reaction examples. Removal of the acyl protecting group is 
carried out under standard saponification conditions to give the free amine (11-4). The 
primary amine derivative Is then converted to a carboxamlde (IV-1) by reaction with an 
acid and a suitable peptide-coupling agent. 
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For example, 2-[4-(6-methoxyquinolin-4-yl)piperazin-1-yt]ethylamine is converted 
to an amide by reaction with an add in aprotic solvents such as DMF, CH2CI2, or 
CH3CN. Depending on whether acid neutralization is required, an added base, such as 
triethylamine (EtaN), diisopropylethylamine ((l-Pr)2NEt), or K2CO3, may be used. The 
active coupling reagent (DCC, EDO, BOP-CI) is present in situ with the amine and add 
reactants. Many additional methods for peptide couplings are known, and can be found in 
standard reference books. 



Scheme V 




v-6 

Reagents and Conditions: (a) LDA, THF. -78 "0 to RT; BrCH2CN; (b) LIAIH4, THF. 0 "C then 
CFaCOaEt; (c) TFA. CH2CI2. RT; (d) 1-3. EtN(^Pr)2. DMF. 100 "0, 18 h; (d) K2CO3. MeOH. H2O, 
RT; (e) 3-oxo-3,4-dlhydro.2H-pyrido[1,4]thla2lne-6-carboxaldehyde, Na2S04, EtOH, CH2CI2, then 
NaBH4. 
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Pyrldone (V-1) is reacted with the lithium anion formed from bromoacetonitrile and 
butylllthium to fonn the alkylated product (V-2). The generation of lithium nucleophiles for 
the purpose of alkylation is well known to those skilled in the art. 

The nitrile (V-2) is reduced with a hydride reagent such as LiAIH4 or other similar 
commercially available reagent to afford a primary amine product 

This product is subsequently protected as a trifluoromethyl amide to give (V-3). 
The use of protecting groups to mask reactive functionality is well-known to those of skill 
in the art. and other protecting groups are listed in standard reference volumes, such as 
Greene. "Protective Groups in Organic Synthesis" (published by Wlley-Interscience). 

Reaction of the piperldine (V-3) with an appropriately substituted pyridine 
electrophile such as (1-3), under thennal conditions provides compound (V-4). See (J. 
Med. Chem. 2002. 45, 4975) for similar reaction examples. Removal of the 
trifluoroacetamide group under basic aqueous conditions provides the primary amine (V- 
5). The primary amine derivative is then converted to a secondary amine (V-6) by reaction 
with an aldehyde and a suitable reducing agent. 

For example, 2-[1-(6-methoxyquinolln-4-yl)plperidin-4-yl]ethylamlne is converted to 
an imine by reaction with an aldehyde in protic or aprotic solvents such as DMF, CHaCIa, 
EtOH or CH3CN. The imine is subsequently or simultaneously reacted with a suitable 
reducing agent such as NaBH4, NaBH(OAc)3 or NaBHgCN in solvent. Depending on 
whether acid neutralization is required, an added base, such as triethylamine (EtaN). 
diisopropylethylamine ((i-Pr)2NEt). or K2CO3, may be used. Many additional methods for 
reductive aminatlons are known, and can be found in standard reference books, such as 
-Compendium of Organic Synthetic Methods". Vol.1 - VI (published by Wiley-lntersclence). 
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Scheme VI 




Reagents and Conditions: (a) LiAIH4. THF, 60 «C. 12h; (b) 3-oxo-3.4-dihydro-2H.1 .4- 
benzothiazlne-6-sulfonyl chloride, (/■Pr)2NEt, CH2CI2, RT . 

The Boc-protecled primary amine (VI-1) is converted to a secondary N-methyl 
amine by heatfng with LIAIH4 in THF or in another suitable polar aprotic solvent. 

The secondary amine (VI-2) was then converted to a sulfonamide by reaction with 
a sulfonyl chloride compound In the presence of an acid scavenger reagent, such as i- 
Pr2NEt or EtsN, to give the product (VI-3). 
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Scheme VII 




Reagents and Conditions: (a) NaBH4, EtOH, RT,12h; (b) PBra, CH2CI2; (c) lli-3, DMF, 100 °C; 
(d) VII-2, NaH, DMF, 0 °C to RT. 

Aldehyde (VIM) was reduced with a hydride reducing agent such as NaBH4 to 
provide the corresponding alcohol. The alcohol Is then converted to a bromide using a 
brominating reagent (PBra, HBr, etc.) to afford compound (VII-2). 

The piperazlne alcohol (VII-3) was reacted under thermal conditions with a 
naphthyridlne electrophlle to give product (VIM). The alcohol (VII-4) was then fully 
deprotonated using a strong base, such as NaH, and subsequently reacted with bromide 
(VII-2) in a polar aprotic solvent to afford the ether (VII-5). 
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Scheme VIII 




VIII-5 



Reagents and Conditions: (a) Z-Gly, EDC, HOBt, (APr)2NEt, CH2CI2; (b) TFA, CH2CI2. RT; (c) 
LiAIH4, THF, 0 °C; (d) 1-3, EtN(/-Pr)2. DMF, 100 °C, 18 h; (e) 10% Pd/C, H2 (50 psi), EtOH, RT; (e) 
3-oxo-3,4-dihydro-2H-pyrido[1,4]thiazine-6-carboxaldehyde, Na2S04, EtOH, CH2CI2, then 
NaBH4. 

The secondary amine derivative (VIII-1) Is then converted to a carboxamlde (VIII- 
2) by reaction with an acid and a suitable peptide-coupling agent. For example, Z-Glycine 
is converted to an amide by reaction with an amine in aprotic solvents such as DMF, 
CH2CI2, or CH3CN. Depending on whether acid neutralization is required, an added 
base, such as triethylamine (EtsN), diisopropylethylamine ((i-Pr)2NEt), or K2CO3. may be 
used. 

The active coupling reagent (DCC, EDC, BOP-CI) is present in situ with the amine 
and acid reactants. Many additional methods for peptide couplings are known, and can be 
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found in standard reference books. The Boo group of (VIH-2) is removed under acidic 
conditions using TFA. Tlie amide functionality is reduced with a liydride reagent, such as 
LIAIH4, to give the secondary amine (Vlil-3). The amine is then heated together wfth a 
suitably reactive electrophiiic heterocycle to afford the naphthyridine compound (VIII-4). 

The primary amine derivative (VIII-4) is then converted to a secondary amine (VIII- 
5) by reaction with an aldehyde and a suitable reducing agent. For example, amine (VIII- 
4) is converted to an imine by reaction with 3-oxo-3,4-dihydro-2H-pyrido[1.4]thiazine-6- 
carboxaldehyde In protic or aprotic solvents such as DMF, CH2CI2, EtOH or CH3CN. The 
Imine is subsequently or simultaneously reacted with a suitable reducing agent such as 
NaBH4, NaBH(OAc)3 or NaBHaCN in solvent to give (Vlli-5). Depending on whether acid 
neutralization Is required, an added base, such as triethylamine (EtaN), 
diisopropylethylamine ((i-Pr)2NEt), or K2CO3, may be used. Many additional methods for 
reductive aminations are known, and can be found in standard reference books, such as 
"Compendium of Organic Synthetic l\/lethods". Vol. I - VI (published by Wiley- 
Interscience). 

The antibacterial compounds according to the invention may be formulated for 
administration in any convenient way for use in human or veterinary medicine, by analogy 
with other antibacteriais. 

The pharmaceutical compositions of the invention include those In a form adapted 
for oral, topical or parenteral use and may be used for the treatment of bacterial infection 
in mammals including humans. 

The composition may be formulated for administration by any route. The 
compositions may be in the form of tablets, capsules, powders, granules, lozenges, 
creams or liquid preparations, such as oral or sterile parenteral solutions or suspensions. 

The topical formulations of the present Invention may be presented as, for 
instance, ointments, creams or lotions, eye ointments and eye or ear drops. Impregnated 
dressings and aerosols, and may contain appropriate conventional additives such as 
preservatives, solvents to assist drug penetration and emollients in ointments and creams. 

The formulations may also contain compatible conventional carriers, such as 
cream or ointment bases and ethanol or oleyl alcohol for lotions. Such carriers may be 
present as from about 1% up to about 98% of the formulation. More usually they will form 
up to about 80% of the formulation. 

Tablets and capsules for oral administration may be in unit dose presentation 
fomri, and may contain conventional excipients such as binding agents, for example syrup, 
acacia, gelatin, sorbitol, tragacanth, or polyvinylpyrrolidone; fillers, for example lactose, 
sugar, maize-starch, calcium phosphate, sorbitol or glycine; tabletting lubricants, for 
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example magnesium stearate, talc, polyethylene glycol or silica; disintegrants, for 
example potato starch; or acceptable wetting agents such as sodium lauryl sulphate. The 
tablets may be coated according to methods well known in normal pharmaceutical 
practice. Oral liquid preparations may be in the fomi of, for example, aqueous or oily 
5 suspensions, solutions, emulsions, syrups or elixirs, or may be presented as a dry product 
for reconstltution with water or other suitable vehicle before use. Such liquid preparations 
may contain conventional additives, such as suspending agents, for example sorbitol, 
methyl cellulose, glucose syrup, gelatin, hydroxyethyl cellulose, carboxymethyl cellulose, 
aluminium stearate gel or hydrogenated edible fats, emulsifying agents, for example 

10 lecithin, sorbitan monooleate, or acacia; non-aqueous vehicles (which may include edible 
oils), for example almond oil, oily esters such as glycerine, propylene glycol, or ethyl 
alcohol; presen^atlves, for example methyl or propyl p-hydroxybenzoate or sorbic acid, 
and, if desired, conventional flavouring or colouring agents. 

Suppositories will contain conventional suppository bases, e.g. cocoa-butter or 

15 other glyceride. 

For parenteral administration, fluid unit dosage forms are prepared utilizing the 
compound and a sterile vehicle, water being prefen-ed. The compound, depending on the 
vehicle and concentration used, can be either suspended or dissolved In the vehicle. In 
preparing solutions the compound can be dissolved in water for Injection and filter 

20 sterilised before filling into a suitable vial or ampoule and sealing. 

Advantageously, agents such as a local anaesthetic, preservative and buffering 
agents can be dissolved in the vehicle. To enhance the stability, the composition can be 
frozen after filling into the vial and the water removed under vacuum. The dry lyophilized 
powder is then sealed in the vial and an accompanying vial of water for injection may be 

25 supplied to reconstitute the liquid prior to use. Parenteral suspensions are prepared in 
substantially the same manner except that the compound Is suspended in the vehicle 
instead of being dissolved and sterilization cannot be accomplished by filtration. The 
compound can be sterilised by exposure to ethylene oxide before suspending In the 
sterile vehicle. Advantageously, a surfactant or wetting agent is Included in the 

30 composition to facilitate uniform distribution of the compound. 

The compositions may contain from 0.1% by weight, preferably from 10-60% by 
weight, of the active material, depending on the method of administration. Where the 
compositions comprise dosage units, each unit will preferably contain from 50-500 mg of 
the active ingredient. The dosage as employed for adult human treatment will preferably 

35 range from 1 00 to 3000 mg per day, for instance 1 500 mg per day depending on the route 
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and frequency of administration. Such a dosage con-esponds to 1 .5 to 50 mg/kg per day. 
Suitably the dosage is from 5 to 20 mg/kg per day. 

No toxicological effects are indicated when a compound of fomiula (I) or a 
pharmaceuticaliy acceptable derivative thereof Is administered in the above-mentioned 
dosage range. 

The compound of formula (I) may be the sole therapeutic agent In the 
compositions of the invention or a combination with other antlbacterlals. If the other 
antibacterial Is a p-lactam then a p-lactamase Inhibitor may also be employed. 

Compounds of fomriula (I) are active against a wide range of oiganisms including 
both Gram-negative and Gram-positive organisms. 

All publications, Including but not limited to patents and patent applications, cited In 
this specification are herein Incorporated by reference as If each individual publication were 
specifically and individually Indicated to be Incorporated by reference herein as though fully 
set forth. 

The following examples Illustrate the preparation of certain compounds of formula 
(I) and the activity of certain compounds of fomiula (I) against various bacterial 
organisms. 

Abbreviations In the examples, Include: 
RT = room temperature; 
ES = Electrospray mass spec; 
LCMS = Liquid chromatography mass spec; and 
APCI+ = Atmospheric pressure chemical lonisation mass spec. 

Certain reagents also are abbreviated herein. DCC refers to 
dicyclohexylcarbodiimide, DMAP refers to dimethylaminopyridlne, DIEA refere to 
diisopropylethyl amine, EDC refers to 1-(3-dimethylaminopropyl)-3-ethyIcarbodilmlde, 
hydrochloride. HOBt refers to l-hydroxybenzotriazole. THF refers to tetrahydrofuran, 
DIEA refers to diisopropylethylamlne, DEAD refers to diethyl azodicarboxylate, PPhs 
refers to triphenylphosphine. DIAD refers to diisopropyl azodicarboxylate, DME refers to 
dimethoxyethane, DMF refers to dimethylformamide, NBS refers to N-bromosuccinlmlde, 
Pd/C refers to a palladium on carbon catalyst. PPA refers to polyphosphoric acid, DPPA 
refers to diphenylphosphoryl azide, BOP refers to benzotriazol-1-yloxy-tris(dimethyl- 
amino)phosphonium hexafluorophosphate, HP refers to hydrofluoric acid, TEA refers to 
triethylamine. TFA refers to trifluoroacetic acid, PCC refers to pyridinlum chlorochromate. 



29 



wo 2004/087145 



PCT/US2004/009371 



The Examples set forth below are illustrative of the present invention and are not 
Intended to limit, in any way, the scope of the present invention. 

EXAMPLES 

Standard spectroscopic, characterization or Identification techniques as 
conventionally known In the art were used to analyze, identify or characterize the 
compounds of the present invention. 

Proton nuclear magnetic resonance Ch NMR) spectra were recorded at 300 MHz, 
and chemical shifts are reported in parts per million (5) downfleld from the internal 
standard tetramethylsilane (VMS). Abbreviations for NMR data are as follows: s = singlet, 
d = doublet, t = triplet, q = quartet, m = multlplet, dd = doublet of doublets, dt = doublet of 
triplets, app = apparent, br = broad. J indicates the NMR coupling constant measured in 
Hertz. CDCI3 is deuteriochlorofonn, DMSO-de is hexadeuterlodimethylsulfoxide. and 
CD3OD or d4-CH30H is tetradeuteriomethanol. 

Mass spectra were obtained using electrospray (ES) Ionization techniques. 
Elemental analyses were performed by Quantitative Technologies Inc.. Whitehouse. NJ. 

Melting points were obtained on a Thomas-Hoover melting point apparatus and 
are uncorrected. 

All temperatures are reported in degrees Celsius. E. Merck Silica Gel 60 F-254 
thin layer plates were used for thin layer chromatography. Flash chromatography was 
carried out on E. Merck Kieselgel 60 (230-400 mesh) silica gel. Analytical HPLC was 
perfomried on Beckman chromatography systems. Preparative HPLC was performed 
using Gilson chromatography systems. CDS refers to an octadecylsilyl derivatized silica 
gel chromatographic support. YMC ODS-AQ® is an ODS chromatographic support and is 
a registered trademark of YMC Co. Ltd., Kyoto, Japan. PRP-1® Is a polymeric (styrene- 
divinylbenzene) chromatographic support, and Is a registered trademark of Hamilton Co., 
Reno, Nevada. Cellte® is a filter aid composed of acid-washed diatomaceous silica, and 
is a registered trademark of Manville Corp., Denver, Colorado. 
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Preparation 1 

Preparation of (2-PiDeridin-4-vlethvt^ carbamicacid te/f-buty l aster 

a) (2-Pvridln-4 -vlethivn carbamic acid terf-butvl ester 

To solution of 4-(2-amlnoethyl)plperidine (10.0 g, 81 .8 mmole) in THF at RT was 
added di-tert-butyl dicarbonate (17.9 g. 81 .8 mmole). After 1 hr. the reaction solution was 
concentrated and purified on silica (EtOAc) to give the title compound as a colorless oil 
(1 8.0 g, 99%): LC-MS (ES) m/e 223 (M + H)+. 

^) (2-Piperidin -4-vlethvn carbamic acid fert-butvl ester 

To solution of (2-pyridin-4-ylethyl) carbamic acid fert-butyl ester (18.0 g, 81.0 
mmole) in MeOH (250 mL) at RT was added 6N HCI (13.6 mL) and Pt02 (900 mg). After 
18 hr under a balloon of H2 with vigorous stirring, the reaction solution was filtered 
through Celite® and concentrated under vacuum. The residue was dissolved In CH2CI2 
and washed with saturated NaHCOa. The organic phase was dried over Na2S04 and 
concentrated to give the title compound as a colorless viscous oil (17.6 g, 95%): LC-MS 
(ES) m/e 229 (M + H)+. 

Preparation 2 

Preparation of 1.1.1 -trifluoro-Mf2-pi pera2in-1-v!ethvf^acetamirift 

To solution of 1-(2-aminoethyl)pipera2ine (8.0 g, 61.9 mmole) in THF (100 mL) at 
0 "C was added ethyl trifluoroacetate (7.38 mL, 61.9 mmole). The reaction solution was 
allowed to warm to RT over 2 hr and then was concentrated to give the title compound as 
a pale yellow solid (13.9 g, 99%). NMR (400 MHz, CDCig) 5 7.23 (s, 1H), 3.40 ( q. J= 
5 Hz, 2H). 2.88 ( t, J= 5 and 4.8 Hz. 4 H), 2.53 (t. J= 6 and 5.8 Hz. 2H), 2.44 (s, 4H). and 
1 .86 (s, 1 H). LC-MS (ES) m/e 226 (M + H)+. 



Preparation 3 

Preparation of 2.2.2-trifluoro-AAr2-rA .hvdroxv-4-pineridinvhethvnarfttam.ria 

®) 4-Cvanomethvl-4-hvdrox Y-piDeridine-1-carboxvlic arid tert-butvl estar 

To an oven-dried flask equipped with a stirring bar and rubber septum was added 
anhydrous THF (250 mL). Diisopropylamine (7.0 mL, 50.2 mmole) was added and the 
solution cooled to -78 °C. To the cooled solution was added n-butyllithium (1.6 M in 
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hexanes, 31 mL, 50.2 mmole) over 10 minutes. The reaction mixture was stin-ed for 60 
min and MBoc-4-piperidone (lO.Og, 50.2 mmole, in 10 mL of anhydrous THF) 
bromoacetonitriie (4.2 mL, 60.2 mmole) and HMPA (20 mL) was added and the mixture 
stirred for an additional 2 h at RT. The reaction mixture was quenched with brine and 
concentrated in vacuo. The residue was taken up In ethyl acetate (500 mL ) and washed 
with sat. NaHCOa (2 x 200 mL). The organic layer was dried over sodium sulfate and 
concentrated in vacuo to obtain the title compound (7.0 g , 58%) as a yellow oil: NMR 
(400 MHz. CDCI3) 5 3.90 Hz (bs. 2H), 3.16 Hz ( m, 2H). 2.55 Hz (s, 2H). 1.74 Hz ( m, 2H), 
1 .50 ( m, 2H), and 1 .47 (s, 9H). LC-MS (ES) m/e 241 .2 (M + H). 

^) 4-HYdroxv-4-r2-(2.2.2-trifluoro-ethanovlamlno >-ethvn-pioeririine-1-carboxvlinar.ri 
tert-butvl ester * 

To a round bottom flask equipped with a stirring bar was added 4-cyanomethyl-4- 
hydroxy-piperidine-1-carboxylic acid tert-butyl ester (2.9 g, 0.012 mol) in anhydrous THF 
(150 mL). The reaction mixture was placed under a stream of nitrogen, cooled to 0 "C, 
and lithium aluminum hydride (0.013 mol, 0.504 g) was added. After 2 h, the reaction was 
quenched by the sequential addition of water (13 mL). 15% aq. NaOH (42 mL), and water 
(13 mL). The reaction mixture was filtered through a cake of Cellte and concentrated to a 
yellow oil. The oil was immediately dissolved in THF (100 mL) and cooled to 0 "C . Ethyl 
trifluoroacetate (0.0144 mol, 1 .7 mL) was added to the reaction mixture. The reaction 
mixture was stirred at RT for 96 h and then concentrated in vacuo to yield the title 
compound (1 .6 g, 39%) as a yellow foam: ^H NMR (400 MHz, CDCI3) 8 3.80 Hz (m, 4H). 
3.57 Hz (m. 1H), 3.11 (m. 4H), 1.87 Hz (m, 2H), 1.78 Hz (m, 1H), 1.62 (m. 2H), and 1.47 
(s, 9H). LC-MS (ES) m/e 241.2 (M + H - Boc ). 

2.2.2-trifiuoro-/V-r2-f4-hyd roxv-4-Dinflridlnvl^ethvnacetamirii:> 

To a round bottom flask equipped with a stirring bar was added 4-hydroxy-4-[2- 

(2,2.2-trifluoro-ethanoylamino)-ethyl]-piperidine-1-carboxylic acid tert-butyl ester (1.6 g. 

47.0 mmole) in 50% TFA/dichloromethane (100 mL). The reaction mixture was placed 

under a stream of nitrogen and stirred for 2 h. The reaction was concentrated to a brown 

oil and used directly. LC-MS (ES) m/e 241 (M+H)+ 
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Example 1 

ig-ri-(6-methoxvquinolln-4-vnDiDeridin-4-vn e thvl)carbamio acid te/Y-h.rty i octor 
To a solution of (2-pfperidin-4-ylethyl) carbamic acid fe/t-butyl ester (2.1 g, 9.2 
mmole) in DMF (5 mL) at RT was added 445romo-6-methoxyquinoline (2.0 g, 8.4 mmole) 
and Et3N (0.86 g. 8.37 mmole). After 18 hour at 100 °C. the reaction solution was 
concentrated under vacuum and purified by flash chromatography on silica gel 
(CHCIg/MeOH containing 5% NH4OH. 9:1) to afford the title compound as a tan solid 
(2.39 g. 74%): 1h NIVIR (400 MHz. CDCI3) 8.61 (m. 1H). 8.03 (m, 1H). 7.37 (m. 1H). 7.22 
(m. 1H). 6.85 (m. 1H). 4.57 (br s. 1H). 3.98 (s. 3H). 3.72 (m. 1H). 3.25 (m, 1H). 2.99'(app 
s. 2H). 2.90 (app s. 2H). 2.80 (m, 2H). 1.95 (m. 1H). 1.65-1.50 (m. 4H). 1.48 (s. 9H). LC- 
I^S (ES) m/e 386 (M + H)+ 



^) 2-ri-(6-methoxvauinolin -4-vl^D!Deridin-4-vnethy lamInfl 

To a solution of {2-[1-(6-methoxyquinolin-4-yl)piperidin-4-yl]ethyl}carbamic acid 
teAf-butyl ester (2.39 g, 6.20 mmole) in CH2CI2 at RT was added TFA (1 : 1 . v/v). After 2 
hrs. the solution was concentrated to dryness under vacuum and the residue redissolved 
in CH2CI2/ MeOH (9:1. v/v). The solution was washed with saturated aqueous NaHCOg 
solution, dried over Na2S04, and concentrated under vacuum to give the title compound 
(1 .62 g, 92%) as a wajcy yellow solid: LC-MS (ES) m/e 286 (M + H)+. 

fy2-Ml!4nhiS 

To a solution of 2-[1 -(6-methoxyquinolin-4-yl)piperidin-4-yl]ethylamine (0.1 5 g, 
0.53 mmole) in CH2CI2 (25 mL) and EtOH (25 mL) was added Na2S04 (50 mg) and's- 
oxo-3,4-dihydro-2«.pyrido[1.4]thia2ine-6-carboxaldehyde (0.11 g, 0.55 mmole). After 12 
hr at RT, NaBH4 (21 mg. 0.55 mmole) was added and the reaction solution was allowed 
to stir overnight. Silica gel (~5 g) was added to the reaction solution and the contents 
were concentrated under vacuum. The silica-adsorbed reaction contents were added 
directly to a silica gel column (CHCIs/MeOH containing 5% NH4OH. 9:1) to give the title 
compound (0.21 g, 86 %) as an off-white solid: 1h NIVIR (400 iVlHz. d4-MeOH) 8.47 (d. J = 
6.5 Hz, 1H), 7.91 (d. J= 9.3 Hz. 1H). 7.83 (d, J= 7.8 Hz, 1H), 7.61 (d, J= 9.3 Hz, 1H).' 
7.38 (d, J= 2.4 Hz. 1H). 7.17 (m. 2H). 4.35 (s, 2H). 4.14 (m. 2H). 4.01 (s. 3H). 3.58 (s. 
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2H), 3.33 (m. 1 H). 3.27 (m, 2H), 2.05 (m. 2H). 1.84 (m. 4H). 1.63 (m. 2H). LC-MS (ES) 
m/e 464 (M + H)+. ^ 

Example 2 

Preparation of 6-((2-\^ -(6-methoxva uinoiin-4-vhDiDeridin-4-vnethvlaminolmethvn-4H- 
Pvridor3.2-f>iri .41oxa2in-3-QP^ 

According to the procedure of Exampie 1c, except substituting 3-oxo-3,4-dihydro- 
2H-pyrldo[3,2-d][1,4]oxazlne-6-carboxaldehyde (0.10 g, 0.55 mmole) for 3-oxo-3,4- 
diliydro-2H-pyrldo[3,2-Z>]I1,4]thiazine-6-carboxaldehyde, tlie title compound (0.19 g, 81 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCIs/MeOH, 9:1, containing 5% NH4OH): 1h NMR (400 MHz, c^-MeOH) 8.46 (d, J = 

6.5 Hz. 1H), 7.93 (d, J= 9.3 Hz. 1H). 7.66 (d. J= 9.3 Hz. 1H). 7.40 (m, 2H), 7.21 (d, J = 

6.6 Hz, 1H), 7.13 (d. J= 8.0 Hz. 2H). 4.72 (s, 2H). 4.29 (s. 2H), 4.23 (m, 2H). 4.02 (s, 3H), 
3.45 (m, 2H), 3.21 (m, 2H). 2.06 (m, 2H). 1.86 (m. 4H), 1.66 (m. 2H). LC-MS (ES) m/e 448 
(M + H)+. 

Example 3 

Preparation of (2.3-dih vdro-ri ■41dioxinor2.3-clDvridin-7-vlmethvh- 
f2-ri-f6-m ethoxvauino!in-4-vl)DiDeridin-4-vnethv»amine 

According to the procedure of Example 1c. except substituting 2.3- 

dihydro[1,4]dloxino[2,3-c]pyridine-7-carboxaldehyde (0.25 g. 1.51 mmole) for 3-0X0-3,4- 

dihydro-2H-pyrido[3.2-/?][1.4]thlazine-6-carboxaldehyde. the title compound (0.55 g, 84 %) 

was prepared as an off-white solid following flash chromatography on silica gel 

(CHCIs/MeOH, 9:1, containing 5% NH4OH): 1h NMR (400 MHz, d4-MeOH) 8.46 (m, 2H). 

7.92 (d. J= 9.3 Hz. 1H). 7.66 (d. J= 9.3 Hz. 1H), 7.52 (s. 1H). 7.40 (d. J= 2.5 Hz, 1H), 

7.21 (d, J= 6.9 Hz, 1H), 4.60 (m, 2H). 4.50 (m, 2H), 4.49 (s. 2H). 4.26 (m. 2H). 4.02 (s. 

3H). 3.45 (m, 2H), 3.33 (s, 2H), 3.30 (m, 2H), 2.08 (m, 2H), 1.95 (m, 1H). 1.86 (m, 2H), 

1 .66 (m. 2H). LC-MS (ES) m/e 435 (M + H)+. 



34 



wo 2004/087145 



PCTAJS2004/009371 



Example 4 

Preparation of 6-a2-f 1 -^6-met hoxvnaDhthvriclin-4-vnDiDericlin-4-vnethvlamino)methvl^-4fA 
Pvridof3.2-biri .41thiazfn-3-one 

5 a) (2-ri-(6-methoxvnapht hvridin-4-vnpiDeridin-4-vl1ethvl)carbamic acid tert-butvl ester 
To a solution of (2-piperidin-4-yletliyl) carbamic acid fert-butyl ester (0.81 g, 3.57 
mmole) fn DMF (5 mL) at RT was added 1 ,1 ,1-trifluoromethane sulfonic acid 6- 
methoxy[1,5)naplithyridin-4-yl ester (1.0 g, 3.24 mmole) and EtaN (0.33 g, 3.24 mmole). 
After 18 hour at 100 °C, the reaction solution was concentrated under vacuum and 
1 0 purified by flash chromatography on silica gel (CHCIs/MeOH containing 5% NH4OH, 9:1 ) 
to afford the title compound as a tan solid (1 .19 g, 95%): 1 H NMR (400 MHz, CDCI3) 8.51 
(d. J= 5.3 Hz, 1H), 8.18 (d. J= 9.0 Hz, 1H), 7.09 (d, J= 9.0 Hz, 1H), 6.85 (d, J= 5.3 Hz, 
1H), 4.55 (br s. 1H), 4.36 (m, 2H). 4.06 (s, 3H), 3.25 (m, 2H), 2.90 (m, 2H). 1.92 (m. 2H), 
1 .57 (m, 4H), 1 .47 (s. 9H). LC-MS (ES) m/e 387 (M + H)+. 

15 

b) 2-ri-f6-met hoxvnaDhthvridin-4-vhDiperidln-4-vnethvlamine 

To a solution of {2-[1-(6-methoxynaphthyridin-4-yl)piperidin-4-yl]ethyl}carbamic 
acid fer^butyl ester (1 .1 9 g, 3.08 mmole) In CH2CI2 at RT was added TFA (1 :1 , v/v). 
After 2 hrs, the solution was concentrated to dryness under vacuum and the residue 
20 redissolved In CH2CI2/ MeOH (9:1 , v/v). The solution was washed with saturated 

aqueous NaHCOs solution, dried over Na2S04, and concentrated under vacuum to give 
the title compound (0.79 g, 90%) as a waxy yellow solid: LC-MS (ES) m/e 287 (M + H)+. 

c) 6-a2-ri-f6-methoxvnaD hthvridin-4-vl)Diperidin-4-vnethvlamino>methvh-4H- 
25 Pvrldor3.2-feiri .41thia2in-3-one 

To a solution of 2-[1-(6-methoxynaphthyridln-4-yl)plperidln-4-yllethylamlne (1.25 g, 
4.37 mmole) In CH2CI2 (70 mL) and EtOH (50 mL) was added Na2S04 (100 mg) and 3- 
oxo-3,4-dihydro-2H-pyrido[1,4]thlazlne-6-carboxaldehyde (0.89 g, 4.59 mmole). After 12 
hr at RT. NaBH4 (0.17 mg, 4.59 mmole) was added and the reaction solution was allowed 

30 to stir overnight. Silica gel (~5 g) was added to the reaction solution and the contents 
were concentrated under vacuum. The silica-adsorbed reaction contents were added 
directly to a silica gel column (CHCIa/MeOH containing 5% NH4OH, 9:1) to give the title 
compound (1 .58 g, 78 %) as an off-white solid: Ih NMR (400 MHz, COCI3) 8.51 (d, J = 
5.4 Hz, 1H), 8.21 (d, J= 9.0 Hz. 1H). 7.62 (d, J= 7.8 Hz, 1H), 7.09 (d. J= 9.0 Hz, 1H), 

35 7.03 (d. J= 7.8 Hz, 1 H), 6.85 (d, J= 5.4 Hz, 2H), 4.37 (m, 2H). 4.06 (s. 3H), 3.94 (s, 2H), 
3.50 (s. 2H). 2.94 (m, 4H), 1.61-1.92 (m, 7H). LC-MS (ES) m/e 465 (M + H)+. 
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Example 5 

Accordfng to the procedure of Example 4c, except substituting 3-oxo-3,4-dihydro- 
2/^pyrido[3,2-d][1,4]oxa2ine-6-carboxaldehyde (0.82 g. 4.59 mmole) for 3-oxo-3,4- 
dihydro-2H-pyrido[3.2-/>][1,4]thla2ine-6-carboxaldehyde, the title compound (1.37 g, 70 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCIs/MeOH. 9:1. containing 5% NH4OH): Ir NMR (400 MHz, CDCis) 8.53 (d, J= 5.4 
Hz. 1H), 8.17 (d. J= 9.0 Hz. 1H), 7.24 (d, J= 8.0 Hz, 1H). 7.08 (d, J= 9.0 Hz. 1H), 6.98 
(d. J= 8.0 Hz, 1H). 6.85 (d. J= 5.4 Hz. 2H). 4.67 (s, 2H), 4.35 (m. 2H), 4.06 (s. 3H). 3.87 
(s. 2H). 2.88 (m. 2H). 2.76 (m. 2H). 1.87 (m. 2H). 1.64 (m, 5H). LC-MS (ES) m/e 449 (M + 
H)+. 

Example 6 

Preparation of r2.3-dihvdro-f1 ■41diQyin or2.3-clDvridin-7-vlmethvl^43-ri-m. 
methoxvnaphthvridin-4- ynDiDeridin-4-vnethvllamlne ' 

According to the procedure of Example 4c. except substituting 2.3-dihydro[1 ,4] 

dioxino[2,3-c]pyridine-7-carboxaldehyde (0.25 g, 1.51 mmole) for 3-oxo-3.4-dihydro-2H- 

pyrido[3,2-i?][l,4Ithiazine-6-carboxaldehyde. the title compound (1.19 g. 79 %) was 

prepared as an off-white solid following flash chromatography on silica gel (CHCIa/MeOH, 

9:1 , containing 5% NH4OH): 1 H NMR (400 MHz. CDCI3) 8.33 (d, J= 6.3 Hz, 1 H), 8.15 

(m. 2H), 7.35 (d. J= 9.1 Hz, 1H). 7.14 (d, J= 6.7 Hz. 1H), 7.03 (s. 1H). 4.96 (m. 2H). 4.39 

(m. 2H). 4.26 (m. 2H). 4.24 (s. 2H). 4.08 (s. 3H). 3.31 (m, 2H). 3.21 (s, 2H). 2.05 (m. 2H). 

1.91 (m. 1H), 1.79 (m, 2H). 1.61 (m. 2H). LC-MS (ES) m/e 436 (M + H)+. 

Example 7 

a) (2-ri-(3-chloro-6-methoxvauinolin-4-yl) piDeridln-4-vn ethvncarbflmln arid 
rerf-butvl ester ~ — 

To a solution of (2-piperldln-4-ylethyl) carbamic acid tert-butyl ester (1.20 g. 5.27 
mmole) in DMF (5 mL) at RT was added 1,1,1-trlfluoromethane sulfonic acid 3-chloro-6- 
methoxy[1,51quinolin-4-yl ester (1.50 g. 4.39 mmole) and EtaN (0.45 g. 4.39 mmole). 
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After 18 hour at 100 "C, the reaction solution was concentrated under vacuum and 
purified by flash chromatography on silica gel (EtOAc) to afford the title compound as a 
tan solid (1.20 g. 65%): 1h NMR (400 MHz. CDCI3) 8.55 (m. 1H). 7.97 (d. J= 9.2 Hz, 1H), 
7.45 (m, 1 H). 7.33 (m. 1 H). 4.51 (br s. 1 H). 3.97 (s. 3H), 3.46 (m, 2H), 3.33 (m, 3H), 3.25 
(m, 2H), 1.87 (m, 2H). 1.60 (m. 4H), 1.48 (s, 9H). LC-MS (ES) m/e 420 (M + H)+. 

^) 2-ri-f3-chloro-6-methox vauinolin-4-vhDiDerldin-4-vnethvlamine 

To a solution of {2-[1-(3-chloro-6-methoxyquinolin-4-yl)plperidin-4- 
yl]ethyl}carbamic acid tert-hut/\ ester (1.19 g, 3.08 mmole) In CH2CI2 (60 mL) at RT was 
added TFA (1:1, v/v). After 2 hrs, the solution was concentrated to dryness under vacuum 
and the residue redissolved In CH2Ci2/ MeOH (9:1. vA/). The solution was washed with 
saturated aqueous NaHCOs solution, dried over Na2S04. and concentrated under 
vacuum to give the title compound (0.82 g. 90%) as a tan solid: LC-MS (ES) m/e 320 (M + 
H)+ 

6-({2-ri-(3-chloro-6-methoxvauinoli n-4-vnDiDeridin-4-vnethv|aminotmethYl)-4fJL 
Pvridor3.2-biri ^Ithiazin-a-ona 



To a solution of 2-[1-(3-chloro-6-methoxyquinolin-4-yl)plperidin-4-yl]ethylamine 
(0.40 g. 1 .26 mmole) in CH2CI2 (75 mL) and EtOH (50 mL) was added Na2S04 (100 mg) 
and 3-oxo-3,4-dihydro-2^pyrido[1,4]thiazlne-6-carboxaldehyde (0.26 g, 1.32 mmole). 
After 12 hr at RT, NaBH4 (21 mg, 0.55 mmole) was added and the reaction solution was 
allowed to stir overnight. Silica gel (~5 g) was added to the reaction solution and the 
contents were concentrated under vacuum. The silica-adsorbed reaction contents were 
added directly to a silica gel column (CHCIs/MeOH containing 5% NH4OH, 9:1) to give 
the title compound (0.50 g, 80 %) as an off-white solid: ^H NMR (400 MHz, CDCI3) 8.54 
(s. 1H), 7.94 (d, J= 9.1 Hz, 1H), 7.64 (d. J= 7.8 Hz. 1H), 7.46 (m. 1H), 7.32 (m, 1H), 7.05 
(d, J= 7.8 Hz. 1H), 4.01 (s. 2H), 3.97 (s, 3H). 3.50 (s. 2H), 3.42 (m, 2H), 3.26 (m, 2H), 
2.92 (m, 2H), 1.55-1.80 (m, 7H). LC-MS (ES) m/e 482 (M + H)+ 
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Example 8 

Preparation of 6-{f2-ri -f3-chloro-6- methoxvauinolin-4-vhpi p Rridin-4-vnethvlamino)meth vh- 
4H-Pvridor3.2-biri .41oxazin-3-one 

According to the procedure of Example 7c, except substituting 3-oxo-3,4-dlhydro- 
2H-pyrido[3,2-d][1,4loxazine-6-carboxaldehyde (0.23 g, 1.32 mmole) for 3-oxo-3,4- 
dihydro-2«-pyrido[3,2-b][1,4]thia2lne-6-carboxaldehyde, the title compound (0.47 g, 78 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCIa/MeOH, 9:1, containing 5% NH4OH): NI\4R (400 MHz, CDCI3) 8.53 (s, 1H), 
7.94 (d, J= 9.1 Hz, 1H). 7.46 (m, 1H). 7.28 (m. 2H). 7.06 (d, J= 8.1 Hz, 1H), 4.68 (s. 2H). 
4.04 (s, 2H), 3.96 (s, 3H), 3.46 (m, 2H), 3.25 (m, 2H), 2.94 (m, 2H), 1.52-1.84 (m, 7H). 
LC-MS (ES) m/e 498 (M + H)+. 



Example 9 

Preparation of (2-ri -^3-chloro-6- methoxvauinolin-4-vhp{Deridin-4-vnethvl)-(2.3- 
dihvdrori.41dioxinor2.3- clDvridin-7-vlmethvnamine 

According to the procedure of Example 7c, except substituting 2,3- 
dihydro[1 ,4]dioxino[2,3-c]pyridine-7-carboxaldehyde (0.14 g, 0.83 mmole) for 3-oxo-3,4- 
dihydro-2f/-pyrido[3,2-/7][1,4]thiazine-6-carboxaldehyde, the title compound (0.32 g, 83 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCl3/MeOH, 9:1, containing 5% NH4OH): ^H NMR (400 MHz, CD3OD) 8.83 (s. 1H). 
8.54 is, 1H). 7.94 (d. J= 9.2 Hz, 1H), 7.70 (m, 1H), 7.64 (s, 1H), 7.53 (s. 1H), 4.65 (m. 
3H), 4.53 (m, 3H), 4.10 (m, 2H), 4.05 (s, 3H), 3.77 (m, 2H), 3.32 (m. 2H), 2.10 (m. 2H). 
1.87 (m, 2H), 1.66 (m, 2H). LC-MS (ES) m/e 469 (M)+. 

Example 10 

Preparation of 6-ff2-ri -f3-chloro-6- methoxvnaDhthvridin-4-vnpiDeridin-4-vnethvla mino^ 
methvl)-4H-pvridor3.2-biri.4Tthiazin-3-onJ ^^ 

a) {2-[1-(3-chloro-6-methoxynaphthyrldin-4-yl)piperidin-4-yl]ethyl}carbamic acid tert- 
butyl ester 

To a solution of (2-piperldin-4-ylethyl) carbamic acid feAt-butyi ester (1.83 g, 8.02 
mmole) In DMF (10 mL) at RT was added 1,1,1-trifluoromethane sulfonic acid 3-chloro-6- 
methoxy[1,51naphthyrldln-4-yl ester (2.50 g, 7.29 mmole) and EtsN (0.74 g, 7.30 mmole). 
After 18 hour at 100 "C, the reaction solution was concentrated under vacuum and 
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purified by flash chromatography on silica gel (EtOAc/hexanes. 1 :1) to afford the title 
compound as a tan solid (2.0 g, 65%): 1h NMR (400 MHz, CDCI3) 8.55 (s, 1 H). 8.13 (d, J 
= 9.0 Hz, 1H). 7.06 (d. J= 9.0 Hz, 1H). 4.52 (br s. 1H). 4.05 (s, 3H), 3.78 (m, 2H). 3.50 
(m, 2H), 3.25 (m, 2H), 1.84 (m, 2H). 1.48-1.54 (m, 5H). LC-MS (ES) m/e 421 (ly^ + H)+ 

b) 2-ri-f3-chlQro-6-methoxv naDhthvrldin-4-vl>DiDeridin-4-vnethvlamini:> 

To a solution of {2-[1-(3-chloro-6-methoxynaphthyridin-4-yl)plperidin-4- 
yl]ethyl}carbamic acid fe/f-butyl ester (2.0 g. 4.76 mmole) in CH2CI2 (50 mL) at RT was 
added TFA (1:1, v/v). After 2 hrs, the solution was concentrated to dryness under vacuum 
and the residue redissolved in CH2CI2/ UeOH (9:1, v/v). The solution was washed with 
saturated aqueous NaHCOa solution, dried over Na2S04, and concentrated under 
vacuum to give the title compound (1 .29 g, 85%) as a tan viscous solid: LC-MS (ES) m/e 
321 (M + H)+. 



^) 6-(f2-ri-(3-chloro-6-methoxvnaDhthv ridin-4-vl)Diperidln-4-vnethvlamino^methvh- 
4A^Dvridor3.2-/?iri.41thia2ln-3-one ^ 

To a solution of 2-[1-(3-chloro-6-methoxyqulnolln-4-yl)piperidin-4-yl]8thylamlne 
(0.74 g, 2.33 mmole) in CH2CI2 (100 mL) and EtOH (50mL) was added Na2S04 (100 
mg) and 3-oxo-3,4-dihydro-2H-pyrido[1,4]thiazine-6-carboxaldehyde (0.47 g, 2.45 
mmole). After 12 hr at RT, NaBH4 (93 mg, 2.45 mmole) was added and the reaction 
solution was allowed to stir overnight. Silica gel (~5 g) was added to the reaction solution 
and the contents were concentrated under vacuum. The silica-adsorbed reaction contents 
were added directly to a silica gel column (CHCIa/MeOH containing 5% NH4OH, 9:1) to 
give the title compound (0.90 g, 77 %) as an off-white solid: ^H NMR (400 MHZ.CDCI3) 
8.54 (s. 1H). 8.11 (d, J= 9.0 Hz, 1H), 7.63 (d, J= 7.8 Hz. 1H), 7.05 (d, J= 9.0 Hz. 1H), 
7.00 (d. J= 7.8 Hz, 1H), 4.70 (s, 1H), 4.04 (s, 3H), 3.98 (s, 2H). 3.78 (m, 2H), 3.49 (m. 
4H), 2.88 (m, 2H), 1.56-1.79 (m, 6H). LC-MS (ES) m/e 499 (M + H)+. 



Example 1 1 

Preparation of 6-rf2-ri -f3-chloro-e-methoxvnaphthvridin-4-vhDiDeridin-4- 
vnethvtamino!methvlWH- Dvridor3.2-biri.41oxazin-3-one 

According to the procedure of Example 10c, except substituting 3-oxo-3,4-dihydro- 

2H-pyrido[3,2-i?](1,4]oxazine-6-carboxaldehyde (0.44 g, 2.45 mmole) for 3-oxo-3,4- 

dihydro-2H-pyrido[3,2-d][1,4]thiazine-6-carboxaldehyde, the title compound (1.0 g, 89 %) 
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was prepared as an off-white solid following flash chromatography on silica gel 
(CHCIa/MeOH, 9:1. containing 5% NH4OH): 1h NI\^R (400 MH2,CDCl3) 8-55 (s, 1H), 
8.12 (d. J= 9.0 Hz. 1H), 7.25 (d. J= 8.0 Hz. IN). 7.05 (d, J= 9.0 Hz, 1H). 7.01 (d. J= 8.0 
Hz. 1 H). 4.68 (m. 3H). 4.04 (s. 3H). 3.91 (s. 2H). 3.76 (m. 2H). 3.50 (m. 2H). 2.80 (m. 2H), 
1.81 (m, 2H), 1.67 (m. 2H), 1.54 (m. 2H). LC-MS (ES) m/e 483 (M + H)+. 



Example 12 

Preparation of (2-11 -^3-chloro-6-m6th oxvnaDhthvridin-4-vl)DiDeridin-4-vnethvi!-r2.3- 
dihvdrori.41di oxinor2.3-clDvridln-7-vlmethvnamine — 

According to the procedure of Example 10c, except substituting 2,3- 
dihydro[1 ,4]dioxino[2,3-c]pyridine-7-carboxaldehyde (0.15 g, 0.93 mmole) for 3-oxo-3.4- 
dihydro-2/^pyrido[3.2-d][1,4]thiazine-6-carboxaldehyde. the title compound (0.35 g. 80 %) 
was prepared as an off-white viscous oil following flash chromatography on silica gel 
(CHCl3/MeOH, 9:1, containing 5% NH4OH): 1h NIVIR (400 MHz, CD3OD) 8.79 (s, 1H). 
8.55 (s. 1H), 8.25 (d. J= 9.2 Hz. 1H). 7.69 (s, 1H), 7.46 (d, J= 9.2 Hz. 1H), 4.67 (m, 2H), 
4.54 (m, 6H), 4.14 (s. 3H). 3.72 (m. 2H), 3.32 (m. 2H). 2.06 (m, 2H), 1.87 (m, 2H). 1.69 
(m. 2H). LC-MS (ES) m/e 470 (M)+. 



Example 13 

Preparation of 6-a2-r4-f6-methoxvauin o lin-4-vnDiDerazin-1-vl1ethvlamino)methvh-4A^L 
Pvndor3.2-biri ■41oxaz!n-3-one ^ 

(^) 2.2.2-trifiuoro-N-f2-f4-r6-methoxvaui nolin-4-vl^DiDerazin-1-vnethvl)acetamida 

To solution of 1,1,1-trifluoro-yV-(2-piperazln-1-ylethyl)acetamide (2.3 g. 10.0 
mmole) in DMF (5 mL) at RT was added 4-bromo-6-methoxyquinoline (2.0 g. 8.4 mmole) 
and triethylamine (0.86 mL, 8.4 mmole). After 18 hr at 100 °C, the reaction solution was 
concentrated under vacuum and purified on silica gel (CHCIa/MeOH. 9:1, containing 5% 
NH4OH) to give the title compound as an off-white solid (2.32 g, 73 %): LC-MS (ES) m/e 
383 (M + H)+. 
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To solution of 2,2,2-trlfluoro-N-{2-[4-(6-methoxyqulnolin-4-yl)piperazin-1 - 
yllethyl}acetamide (1.1 1 g, 2.9mmole) in methanol (50 mL) at RT was added K2CO3 (2.0 
g. 14.5 mmole) and H2O (25 mL). Atter 18 hr at RT, the reaction solution was 
concentrated under vacuum and purified on silica gel (CHCIa/IVIeOH. 9:1. containing 5% 
NH4OH) to give the title compound as a thicic oil (0.75 g, 90 %): NMR (400 MHz. 
CDCI3) 5 8.65 (d. J= 5 Hz. 1H). 7.99 ( d. J= 9 Hz. 1H). 7.36 ( d. J= 2.8 Hz. 1H). 7.32 (m. 
1H). 6.88 (d. J = 5 Hz. 1H). 3.95 (s. 3H). 3.25 (s. 4H). 2.89 (t. J = 6 Hz. 2H). 2.80 (s. 4H). 
2.58 (t. J= 6 Hz. 2H). and 1.62 (s, 2H). 

(C) ^'^.(^'[l-^f:'^Q^'^oxvquinolin-4-vhDipera7in - l-vnethvlam 

f3.2-biri .41oxa2in-3-Qnfi 

To a solution of 2-[4-(6-methoxyquinolln-4-yi)piperazin-1-yl]ethylamine (0.35 g, 
1.22 mmole) in CH2CI2 (25 mL) and EtOH (25 mL) was added Na2SO4"(50 mg) and 3- 
oxo-3.4-dihydro-2/^pyrido[1,4]oxazine-6-carboxaldehyde (0.22g. 1.22 mmole). After 12 
hr at RT, NaBH4 (46 mg. 1.22 mmole) was added and the reaction solution was allowed 
to stir overnight. Silica gel (~5 g) was added to the reaction solution and the contents 
were concentrated under vacuum. The silica-adsorbed reaction contents were added 
directly to a silica gel column (CHCIa/MeOH containing 5% NH4OH, 9:1) to give the title 
compound (0.27 g. 50 %) as an off-white solid: 1h NMR (400 MHz. cy4-MeOH) 8.71 (d, J= 
6.3 Hz. 1H). 8.03 ( d, J= 9 Hz. 1 H). 7.75 ( dd, J= 9 and 2.8 Hz. 1H). 7.42 (m. 3H). 7.15 
(d. J= 8 Hz, 1 H). 4.73 (s. 2H). 4.40 (s. 2H), and 3.97 ( m. 15H). LC-MS (ES) m/e 449 ( M 
+ H)+ 



Example 14 

According to the procedure of Example 13c. except substituting 3-oxo-3,4-dihydro- 
2H.pyrido[3,2-6][1.41thiazine-6-carboxaldehyde (0.24 g, 1.26mmole) for 3-oxo-3,4- 
dihydro-2H-pyrido[3,2-61[1.4]oxazine-6-carboxaldehyde, the title compound (0.22 g. 45 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCIa/MeOH. 9:1. containing 5% NH4OH): 1h NMR (400 MHz, c^-CHaOH) 8.68 (d. J = 
6.6 Hz, 1H). 8.02 ( d, J= 9.3 Hz. 1H), 7.86 (d. J= 7.8 Hz. 1H). 7.74 (d. J= 9.3 Hz. 1H). 
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7.43 (m. 2H), 7.18 (d, J= 7.8 Hz. 1H). 4.46 (s. 2H), and 3.83 ( m, 16H). LC-MS (ES) m/e 
465 ( M + H)+ 

Example 15 

Preparation of (2.3-dihvdro-ri .41dioxinor 2 .3-clDvridin-7-vlmethvn-f2-r4-/6-m6thoxvatjinnlin- 
4-vl)Diperizi n-1 -vnethvllamine 

According to the procedure of Exampie 13c, except substituting 2,3- 
dihydroI1,4]dioxlno[2,3-c]pyridine-7-carboxaldehyde (0.21 g, 1 .26 mmole) for 3-oxo-3,4- 
diliydro-2H-pyrido[3,2-i>][1,4]oxa2lne-6-carboxaldehyde, tlie title compound (86 mg, 25 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCIa/MeOH, 9:1, containing 5% NH4OH): 1h NMR (400 MHz. C/4-CH3OH) 8.59 (d, J = 
7.0 Hz, 1H). 8.29 (s. 1H), 7.91 ( d, J= 9.4 Hz, 1H). 7.63 (d, J= 9.1 Hz. 1H). 7.34 (d, J = 
7.0 Hz. 1H). 4.47 (s, 2H). 4.35 (m, 4H). 4.01 (m, 4H), 3.96 (s. 3H), 3.67 (m. 4H) and 3.58 
(m. 4H). LC-MS (ES) m/e 436 (M + H)+. 

Example 16 

Preparation of 6-f(2-r4-(6-methoxvnap hthvridin-4-vl>p|Derazin-1 -vnethvlamino>methvl^-4HL 
Pvridor3.2-biri .41thia2in-3-one ^SB-829797) 

(a) 2.2.2-trifluoro-N-f2-r4-m-methoxvnap hthvridin-4-vhDiperazin-1-vnethvftacetamidfl 

To solution of 1,1,1-trrfluoro-A^(2-piperazin-1-ylethyl)acetamide (2.2 g, 9.73 
mmole) in DMF (5 mL) at RT was added 1 1 .1-trifluoromethanesulfonic acid 6- 
methoxy[1,5]naphthyridin-4-yl ester (3.0 g. 9.73 mmole) and triethylamine (1.63 mL, 11.68 
mmole). After 18 hr at 100 °C, the reaction solution was concentrated under vacuum and 
purified on silica gel (CHCIa/MeOH, 9:1, containing 5% NH4OH) to give the title 
compound as an off-white solid (2.70 g. 72 %): LC-MS (ES) m/e 384 (M + H)+. 

(b) 2-r4-f6-methoxvnaphth vridin-4-vhpiperazln-1-vnethvlamine 

To solution of 2,2,2-trlfluoro-N-{2-[4-(6-methoxyquinolin-4-yl)plperazin-1- 
yl]ethyl}acetamide (2.70 g, 7.0 mmole) In methanol (100 mL) at RT was added K2CO3 
(4.86 g, 35.2 mmole) and H2O (25 mL). After 18 hr at RT. the reaction solution was 
concentrated under vacuum and purified on silica gel (CHCIa/MeOH, 9:1. containing 5% 
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NH4OH) to give the title compound as a tliick oil (1.75 g, 86 %): LC-MS (ES) m/e 288 (M 
+ H)+. 

(c) 6-({2-r4-(6-metlioxvnaphthvridin-4-vl^Dinfira 

Pvridor3.2- b1f 1 .41thiazln-3-one 

To a solution of 2-(4-(6-methoxynaphthyridin-4-yl)piperazln-1-yl]ethylamine (1.0 g, 
3.48 mmole) in CH2CI2 (50 mL) and EtOH (50 mL) was added Na2S04 (50 mg) and 3- ' 
oxo-3.4-dihydro-2«-pyrido[1.4]thia2ine-6-carl)oxaldehyde (0.68 g, 3.48 mmole). After 12 
hr at RT, NaBH4 (132 mg. 3.48 mmole) was added and the reaction solution was allowed 
to stir overnight. Silica gel (~5 g) was added to the reaction solution and the contents 
were concentrated under vacuum. The silica-adsorbed reaction contents were added 
directly to a silica gel column (CHCIg/MeOH containing 5% NH4OH, 9:1) to give the title 
compound (0.90 g. 50 %) as an off-white solid: 1h NMR (400 MHz. or4-MeOH) 8.53 (d. J= 
7 Hz. 1 H). 8.27 ( d. J= 9.2 Hz, 1 H). 7.85 (d. J= 7.8 Hz. 1H). 7.51 (d. J= 9.2 Hz. 1H). 7.39 
(d, J= 7 Hz. 1H). 7.17 (d. J= 7.8 Hz. 1H), 4.46 (s. 2H). 4.12 (s. 3H). 3.80 ( m. 8 H). and 
3.59 ( s. 2H). LC-MS (ES) m/e 466 ( M + H)+. 

Example 17 

4g-Pvndor3.2-biri.41 oxazui-3-one ^ 

According to the procedure of Example 16c. except substituting 3-oxo-3.4-dihydro- 
2H-pyrido[3,2-d][1.4]oxa2ine-6-carboxaldehyde (0.50 g. 2.82 mmole) for 3-oxo-3.4- 
dihydro-2H-pyrido[3.2-i)][1.4]thlazrne-6-carboxaldehyde, the title compound (0.75 g. 60 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCia/MeOH. 9:1, containing 5% NH4OH): 1h NMR (400 MHz. dl^j-CHaOH) 8.49 (d. J= 
7.0 Hz. 1H). 8.24 ( d. J= 9.2 Hz. 1H). 7.49 (d. J= 9.2 Hz. 1H). 7.40 (d. J= 8.1 Hz. 1H). 
7.34 (d. J= 7 Hz, 1H). 7.14(d. J=8.1 Hz. 1H). 4.73 (s. 2H), 4.38 (s. 2H). 4.11 (s. 3H).' 
and 3.59 (m, 8H). LC-MS (ES) m/e 450 (M + H)+. 

Example 18 

Preparation of f2.3-dihvdmri 4 1dioxinor2 3-ripvridin-7-vlmfithv|)-f2-r4-m- 
methoxvn .51naPhthvridin-4- vhpiperazin-1 -vnethvUamtni. ' ' 

According to the procedure of Example 16c. except substituting 2.3- 
dihydro[1 ,4]dioxino[2.3-c]pyridine-7-carboxaldehyde (0.08 g. 0.47 mmole) for 3-oxo-3.4- 
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dihydro-2/+pyrido[3.2-/>][1.4]thiazlne-6-carboxaldehyde, the title compound (0.10 g, 50 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCIg/MeOH, 9:1, containing 5% NH4OH): NMR (400 MHz, c^j-CHaOH) 8.52 (d, J= 
7.2 Hz, 1H). 8.38 (s. 1H). 7.27 (d. J= 9.2 Hz, 1H). 7.50 (d. J= 9.2 Hz. 1H), 7.42 (s, 1H), 
7.38 (d, J= 7.2 Hz, 1H). 4.73 (s, 4H), 4.56 (m, 2H), 4.46 (m, 2H), 4.43 (s. 2H), 4.12 (s, 
3H). 3.75 (m, 4H), and 3.65 (s, 4H). LC-MS (ES) m/e 437 (M + H)+. 

Example 19 

Preparation of 6-^ f2-r4-^^-chloro-6-mft thoxvauinolin-4-vnDiD6ragin-i -x /ii 
ethvlamino)methvn-4H.nvri dor3.2-biri.4ithiazin-3-one 

(a) 2,2.2-trifluoro-N-(2-r4-^a-nhloro-6-mfith oxvauinQlin-4- v|)DiDera7in-1-vn 
ethvllacetamide 

To solution of 1,1,1-trifluoro-/V-(2-piperazin-1-ylethyl)acetamide (2.01 g, 8.78 
mmole) in DMF (5 mL) at RT was added 1 1,1-trifluoromethanesulfonic acid 3-chloro-6- 
methoxy[1 .5]quino!in-4-yl ester (3.0 g. 8.78 mmole) and triethylamine (1 .50mL, 10.5 
mmole). After 18 hr at 100 "C, the reaction solution was concentrated under vacuum and 
purified on silica gel (CHCIa/MeOH. 9:1 , containing 5% NH4OH) to give the title 
compound as an off-white solid (2.40 g, 66 %): LC-MS (ES) m/e 417 (M + H)+. 

2-f4-(3-chloro-6-metho xvauinolin-4-vnpiDerazin-1-vnethvlaminB 

To solution of 2.2,2-trifluoro-N.{2-[4-(3-chloro-6-methoxyquinolin-4-yl)piperazin-1- 
yl]ethyl)acetamlde (2.40 g, 5.75 mmole) in methanol (100 mL) at RT was added K2CO3 
(4.10 g, 30.0 mmole) and HgO (25 mL). After 18 hr at RT, the reaction solution was 
concentrated under vacuum and purified on silica gel (CHCIa/MeOH. 9:1 , containing 5% 
NH4OH) to give the title compound as a waxy yellow solid (1 .40 g, x %): LC-MS (ES) m/e 
321 (M + H)+. 



PVndor3.2-feiri ■41thifl7in Afin^ ^ 

To a solution of 2-[4-(3-chloro-6-methoxyqulnolin-4-yl)piperazin-1-yl]ethylamine 
(0.56 g. 1 .74 mmole) in CHgClg (50 mL) and EtOH (50 mL) was added Na2S04 (50 mg) 
and 3-oxo-3,4-dlhydro-2«-pyrido[1,4]thiazine-6-carboxaldehyde (0.34 g. 1.74 mmole). 
After 12 hr at RT, NaBH4 (66 mg. 1 .74 mmole) was added and the reaction solution was 
allowed to stir overnight. Silica gel (~5 g) was added to the reaction solution and the 
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contents were concentrated under vacuum. The silica-adsorbed reaction contents were 
added directly to a silica gel column (CHCIs/MeOH containing 5% NH4OH. 9:1) to give 
the title compound (0.49 g. 57 %) as an off-white solid: IH NMR (400 MHz, CD3OD) 9.04 
(s. 1 H). 8.07 ( d. J= 9.2 Hz. 1 H), 7.85 (d. J= 7.8 Hz. 1 H). 7.75 (d. J= 9.2 Hz, 1 H). 7.52 
(m. 1H). 7.18 (d, J=7.8 Hz. 1H), 4.48 (s. 2H). 4.25 (m, 4H), 4.13 (s. 3H). 3.84 (m, 4H), 
3.75 (m. 2H). 3.60 (m, 2H), 3.37 (m, 2H). LC-MS (ES).m/e 499 (M)+. 



Example 20 



Preparation of 6-((2-r4-(3-chloro-6-metho x vauinolin-4-v!)p|Dera2ln-1-vn ethvlaminoT 
methvn-4H-D vridor3.2-biri.41oxazin-3-onfl ^ ^ ^ 

According to the procedure of Example 19c, except substituting 3-oxo-3,4-dihydro- 
2H-pyrido[3.2-fc][1.4]oxazine-6-carboxaldehyde (0.28 g, 1.56 mmole) for 3-oxo-3,4- 
dihydro-2H-pyrido[3,2-d][1.4]thiazine-6-carboxaldehyde, the title compound (0.56 g. 70 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCIa/MeOH. 9:1. containing 5% NH4OH): 1h NMR (400 MHz, DMSO-de) lO-IO (br s. 
1H). 8.89 (s. 1H). 8.14 ( d, J= 9.2 Hz, 1H), 7.61 (d, J= 9.2 Hz. 1H), 7.45 (m. 2H), 7.34 (d. 
J= 8.1 Hz. 1H), 4.70 (s. 2H). 4.23 (m, 2H). 4.04 (s. 3H). 3.85-3.60 (m. 12H). LC-MS (ES) 
m/e 483 (M)+. 



Example 21 

Preparation of ^2-r4-^'^- ohloro-6-methoxvauinolin-4-vnpiperazin-l -v nafhx/iu^o 3. 
dihvdrori.41d ioxinor2.3-r1nvridin-7-vlmethvl) aminft — ' 

According to the procedure of Example 19c. except substituting 2.3- 
dihydro[1,4]dioxino[2.3-c]pyridine-7-carboxaldehyde (0.10 g, 0.62 mmole) for 3-oxo-3,4- 
dihydro-2H-pyrido[3.2-Z>][1.4]thiazine-6-carboxaldehyde, the title compound (0.25 g, 86 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCIa/MeOH. 9:1. containing 5% NH4OH): 1h NMR (400 MHz. DMSO-de) 8-80 (s. 1H). 
8.36 (s, 1H), 8.07 (d. J= 9.2 Hz. 1H), 7.55 (d. J= 9.2 Hz, 1H). 7.43 (m, 2H), 4.48 (s. ^H),' 
4.39 (s. 2H). 4.35 (m, 2H). 4.02 (s. 3H). 3.83-3.61 (m, 12H). LC-MS (ES) m/e 470 (M)+. 
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Example 22 

Preparation of S-ff 2-f4-r3-chloro-6-mfi thoxvnanhthYridin-4-vnDinfim:7in-i - 
vl]ethvlaminol methvn-4H-Dvridor3.2-biri , 4 thia^in-q.^n^ 

2.2.2-trifluoro-N-f2-r4-f3-nhloro-6-mfifh oxvnaDhthvridin-4-vl^piDera 7in-i.vn 
ethvllacetamide '-^ 

To solution of 1.1.1-trifluoro-/V-(2-piperazln-1-ylethyl)acetamide (2.10 g. 9.31 
mmole) In DMF (5 mL) at RT was added 1 1,1-trlfluoromethanesulfonlc acid 3-chloro-6- 
metho)cy[1.5]qujnolin-4-yl ester (3.19 g. 9.31 mmole) and triethylamine (1.30 mL, 9.31 
mmole). After 18 hr at 100 "C. the reaction solution was concentrated under vacuum and 
purified on silica gel (CHCIa/MeOH. 9:1 . containing 5% NH4OH) to give the title 
compound as an off-white solid (2.61 g, 67 %): LC-MS (ES) m/e 418 (M + H)+. 

2-r4-(3-chloro-6-methQXY auinolin-4-vMDiDerazin-1-ynethvlamina 

To solution of 2.2.2-trifluoro-N-{2-[4-(3-chloro-6-methoxynaphthyridin-4- 
yl)piperazln-1-yl]ethyl}acetamide (2.61 g, 6.24 mmole) in methanol (100 mL) at RT was 
added K2CO3 (4.31 g. 31.2 mmole) and H2O (25 mL). After 18 hr at RT, the reaction 
solution was concentrated under vacuum and purified on silica gel (CHCIs/MeOH, 9:1 , 
containing 5% NH4OH) to give the title compound as a light yellow solid (2.0 g. 99 %): 
LC-MS (ES) m/e 322 (M + H)+. 

4A^Dvndor 3.2-6iri.41thiazin-3-one 

To a solution of 2-[4-(3-chloro-6-methoxynaphthyridin-4-yl)piperazin-1- 
yl]ethylamlne (1.0 g. 3.11 mmole) In CHgClg (50 mL) and EtOH (50 mL) was added 
Na2S04 (50 mg) and 3-oxo-3.4-dihydro-2«-pyridoI1,4]thlazlne-6-carboxaldehyde (0.61 g, 
3.1 1 mmole). After 12 hr at RT, NaBH4 (1 20 mg, 3.1 1 mmole) was added and the 
reaction solution was allowed to stir overnight Silica gel (~5 g) was added to the reaction 
solution and the contents were concentrated under vacuum. The silica-adsorbed reaction 
contents were added directly to a silica gel column (CHCIa/MeOH containing 5% NH4OH, 
9:1 ) to give the title compound (0.82 g, 53 %) as an off-white solid: 1 H NMR (400 MHz, 
DMSO-de) 10.10 (br s, 1H), 8.89 (s. 1H). 8.42 ( d, J= 9.2 Hz, 1H), 7.91(d. J= 7.0 Hz, 
1H), 7.42 (d, J= 9.2 Hz. 2H), 7.35 (d, J = 7.0 Hz, 1H). 4.28 (s, 2H). 4.12 (s, 4H). 4.05 (8, 
3H), 3.81 (m. 2H). 3.73 (m. 4H). 3.61 (s, 2H), 3.42 (m. 2H). LC-MS (ES) m/e 500 (M + 
H)+ 
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Example 23 

r.''.!iL!li^!!°" 6-(f2-r4-f3-chloro-6-methoxvnanhthvridin-4-vlV ip^ ra2!n-1-vn ethvlaminn) 
methvn-4H- pvridor3.2-biri.41oxazin-3-one 

According to the procedure of Example 22c, except substituting 3-oxo-3.4-dihydro- 

2/V-pyrido[3,2-d][1,4]oxazine-6-carboxaldehyde (0.56 g, 3.11 mmole) for 3-oxo-3,4- 

dihydro-2H-pyrido[3,2-b][1,4]thiazine-6-carboxaldehyde, the title compound (0.98 g, 65 %) 

was prepared as an off-white solid following flash chromatography on silica gel 

(CHCl3/MeOH, 9:1, containing 5% NH4OH): 1h NMR (400 MHz, DMSO-c^e) 9.84 (br s, 

1H). 8.70 (s. 1H). 8.24 ( d. J= 9.2 Hz, IN), 7.37 (d, J= 9.2 Hz, 1H), 7.25 (m, 2H), 4.61 (s. 

2H). 4.13 (s, 2H), 4.05 (m, 2H), 3.95 (s, 3H), 3.89 (m, 2H), 3.70 (m. 2H). 3.58 (m. 4H). 

3.28 (m, 2H). LC-MS (ES) m/e 484 (M + H)+. 

Example 24 

Preparation of (2,3-dihvdrofl .41dioxinor2. 3 -clDvridin-7-vlmethvh-f2-r4-(3-chloro.e- 
methoxvn .51naphthvridl n-4-vl)DiDerazin-1 -vllethvl^i^t^iini 

According to the procedure of Example 22c, except substituting 2.3- 
dihydro[1,4]dioxino[2,3-c]pyridine-7-carboxaldehyde (0.23 g, 1.40 mmole) for 3-oxo-3.4- 
dihydro-2H-pyrido[3,2-b][1.4]thiazine-6-carboxaldehyde, the title compound (0.54g, 82 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCIs/MeOH, 9:1, containing 5% NH4OH): 1h NMR (400 MHz, DMSO-de) 8-81 (s, 1H). 
8.33 (m, 2H), 7.34 (m, 2H), 4.45 (s. 2H), 4.38 (s. 2H), 4.28 (m, 2H), 4.05 (s, 3H). 4.02 (m 
2H), 3.66 (m, 2H), 3.58 (m. 2H), 3.45-3.33 (m, 6H). LC-MS (ES) m/e 469 (M)+. 

Example 25 

Preparation of 6-(f2-f4-(6-Methoxv-ri.51naD h thvridin-4-vn-3.6-dihvdrQ-2 H -pvridin-1-vn-2- 
oxo-ethvlamino)-methvh -4 H -n vridor3.2-biri ^T^hlazin-S-one ^ 

4-Trifluoromethanesulfonvloxv-3.6-dihvrf ro-2 H -pvrldine-1 -carboxvlic acid tert- 
butvl ester 

According to the procedure of Wustrow and Wise (Synthesis 1991, 993) to a 
solution of N-Boc-piperidone (7.99 g) in THF (50 mL) at -78°C was added LDA (2M In 
THF) and the solution was stirred for 30 min. N-phenyltrlfluoromethanesulfonlmlde (3.08 
g) was then added and the reaction warmed to room temperature, treated with water (100 
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mL). The reaction was then extracted with dichloromethane (2 x 200 mL) and the organic 
fraction dried (iy/lgS04). The product was purified by column chromatography (9:1 
petrokethyl acetate) to give the product as a colouriess solid (10.64 g). 
MS (+ve ion electrospray) m/z 332 (MH+). 

4-(6-IVIethoxv-ri.51naDhthvridin-4-vh-3.e.di hvdro-2 H -pvridine-1-carboxvlin ar id 
tert -butvl ester 

According to the procedure of Ishiyama, Itoh, Kitano and Miyaura (Tetrahedron 
Letters 1997, 38 3447) to a solution of 1,1.1-trifluoro-methanesulfonic acid 6-methoxy- 
[1.5]naphthyridin-4-yl ester (4.15 g) in 1,4-dioxane (60 mL) was added PdCl2(dppf) 
(296mg), KOAc (3.95 g), dppf (221 mg) and bispinacoiatodiboron (3.76 g). This mixture 
was heated at 90°C for 24h. After this time another 592 mg of PdCl2(dppf) was added and 
the reaction was stirred at 90°C for a further 24h. The reaction mixture was then treated 
with water (100 mL) and extracted with dichloromethane (2 x 200mL) and the organic 
fraction dried (MgS04) and evaporated in vacuo. To this crude material was added triflate 
(a), potassium carbonate, PdCl2(dppf) (591 mg) and DMF (100 mL) and the mixture was 
stin'ed at 80°C for 72h. The reaction mixture was then treated with water (100 mL) and 
extracted with dichloromethane (3 x 100 mL) and the organic fraction dried (MgS04) and 
purified by column chromatography (4:1 petrol:ethyl acetate) to give the product as a 
yellow solid (2.53 g). 

MS (+ve ion electrospray) m/z 342 (MH+). 
(c) 2-Methoxv-8-ri.2.3.6-te trahvdro-nvridin-4-vh-ri.51naDhthvridlnB 

To a solution of compound (b) (2.54 g) in DCM (50 mL) was added TFA (10 mL) 
and the reaction was stirred at room temperature for 1h before being evaporated in vacuo 
and basified with saturated sodium bicarbonate (10 mL) and extracted with 9:1 
MeOH:DCM (3 x 100 mL). The combined organic fractions were dried (MgS04) and 
evaporated in vacuo to give (c) as a yellow solid (1 .64 g). 

MS (+ve ion electrospray) m/z 242 (MH+). 
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(2-r4-f6-Methoxv-ri .SlnaD hthvridin-A-vh-a.e-dihvdrn-g H -Dvridin-1- vn-2-oxQ-ethvi;- 
carbamic acid tert-butvl ester 

To a solution of N-Boc-glycine (239 mg) in DIVIF (10ml) was added triethylamine 
(0.68 mL) was added HATU (517 mg) and the solution was stirred for 10 min. Compound 
(c) (262 mg) was then added and the solution was stin-ed for 18h. The reaction mixture 
was then treated with water (20 mL) and extracted with dichloromethane (2 x 50 mL) and 
the organic fraction dried (IVIgS04) and purified by column chromatography (1:1 
petrohethyl acetate) to give (d) as a yellow solid (416 mg). 

MS (+ve ion electrospray) m/z 399 (MH+). 

(®) 2-Amino-1-r4-r6-methoxv-ri ■S1naDhth vridin-4-vf^-3,6-dihvdrQ-2 H -pvri Hin-i -x/li- 
ethanone dihvdrochioride 

To a solution of (d) (410 mg) In methanol (5 mL) was added 4M HCI in dioxane (10 
mL) and the solution was stirred at room temperature for 15 min. The reaction mixture 
was then evaporated In vacuo to give (e) (297 mg) as a yellow solid. 
MS (+ve ion electrospray) m/z 299 (MH+). 



(f) Title compound 



To a mixture of (e) (182 mg) in methanol (3 mL) and molecular sieves was added 
sodium cyanoborohydride (25 mg) and 3-Oxo-3,4-dihydro-2H-pyrido[3,2-b][1,4]thia2ine-6- 
carbaldehyde (95 mg) and the resultant mixture was stirred at room temperature for 18h. 
The reaction mixture was then treated with water (10 mL) and extracted with 9:1 
dichloromethanermethanol (3 x 50 mL) and the organic fraction dried (MgS04) and 
purified by column chromatography (9:1 dichloromethane:methanol) to give (f) as a yellow 
solid (71 mg). 

1H NMR (DMSO. 400MHz), 10.90 (s. 1H). 8.74 (d. J= 4.5 Hz. 1H). 8.26 (d, J = 
9.0 Hz. 1H). 7.73-7.77 (m, 1H), 7.52-7.54 (m. 1H). 7.26 (d. J= 9.0 Hz. 1H), 7.09 (d, J = 
9.0 Hz, 1H). 6.35 (br s. 1H). 4.20 (s. 2H), 3.97 (s. 3H), 3.77 (s. 2H). 3.63-3.66 (m. 1H), 
3.52-3.55 (m, 6H), 2.78-2.84 (m. 2H). 

MS (ES) m/z 477 (M + H)+. 

This material was converted to the dihydrochloride by dissolving in chloroform and 
adding 2 equivalents of 1M HCI/ether then evaporating to dryness. 
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Preparation of /V-f2-|146-fmBthvloxv)-1.5-nan h thvridin-4-vlT-4- piDeridinvllPfhuh..^ 4. 
dihvdro-2H-pvndor3.2-feiri 4]thia2ine.6-carhny^;;;i!^ lainYifemYiM oxo 3.4 

^) (2-f1-(6-methoxynaphthvridin-4-vl^DiDeridin-4-v i iethvl)carhamir acid terf-butvl P...ter 

To a solution of (2-plperidin-4-ylethyl) carbamic add fe/frbutyl ester (0.81 g, 3.67 
mmole) in DMF (5 mL) at RT was added 1,1.1-trifluoromethane sulfonic acid 6- 
methoxy[1.5]naphthyridln-4-yf ester (1.0 g. 3.24 mmole) and EtgN (0.33 g. 3.24 mmole). 
After 18 hour at 100 "C, the reaction solution was concentrated under vacuum and 
purified by flash chromatography on silica gel (CHCIg/MeOH containing 5% NH4OH. 9:1) 
to afford the title compound as a tan solid (1.19 g, 95%): 1h NMR (400 MHz, CDCI3) 8.51 
(d. J= 5.3 Hz. 1H). 8.18 (d. J= 9.0 Hz. 1H). 7.09 (d. J= 9.0 Hz. 1H). 6.85 (d. J= 5.3 Hz, 
1H). 4.55 (br s. 1H). 4.36 (m. 2H). 4.06 (s. 3H). 3.25 (m. 2H). 2.90 (m. 2H). 1.92 (m. 2H)! 
1 .57 (m, 4H), 1 .47 (s, 9H). LC-MS (ES) m/e 387 (M + H)+. 

*>) 2-ri-(6-methoxvnaDhthYi idin-4-vhni pp ridin-4-vl]ethY iamino 

To a solution of {2-[1-(6-methoxynaphthyridln-4-yl)piperidin-4-yl]ethyi}carbamlc 
add ferf-butyl ester (1.19 g. 3.08 mmole) in CH2CI2 at RT was added TFA (1:1. v/v). 
After 2 hrs. the solution was concentrated to dryness under vacuum and the residue 
redissolved in CH2CI2/ MeOH (9:1. vA/). The solution was washed with saturated 
aqueous NaHCOg solution, dried over Na2S04. and concentrated under vacuum to give 
the title compound (0.79 g. 90%) as a waxy yellow solid: LC-MS (ES) m/e 287 (M + H)+. 

2A^PVndof3.2-£>!ri ^jt hiazine-e-carboxamlde ' 

To a solution of 2-[1-(6-methoxynaphthyridin-4-yl)piperidln-4-yl]ethylamine (1.04 
mmole) in DMF (20 mL) was added HOBl (0.15 g. 1.14 mmole), EDC (0.22 g, I.14 
mmole). dlisopropylethylamine (0.72 mL. 4.16 mmole) and 3-oxo-3.4-dihydro-2H- 
pyrido[3.2-£»][1.4]thiazine-6-carboxyllc acid (0.22 g. 1.04 mmole). After 12 hr at RT, the 
reaction contents were concentrated under vacuum and purified on silica gel 
(CHCIg/MeOH containing 5% NH4OH. 9:1) to give the title compound (0.39 g, 78 %) as 
an off-white solid: 1h NMR (400 MHz. CD3OD) 8.28 (m. 1H). 8.17 (d, J = 9.0 Hz. 1H). 
7.89 (d. J= 7.7 Hz. 1H). 7.71 (d. J= 7.7 Hz. 1H). 7.40 (d. J= 9.0 Hz. 1H). 7.19 (d. J= 6.6 
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Hz. 1H). 4.06 (s. 3H). 3.61 (m. 2H). 3.51 (m. 4H). 3.05 (m. 2H). 2.91 (m. 2H). 2.12 (m. 
2H), 1.93 (m, 1H). 1.69 (m. 2H). LC-MS (ES) m/e 479 (M + H)+ 

Example 27 

Preparation of y(2-f1-r6-fmethvloxv^.1 fi-n« phthvridin-4-vn-4 -DiDeridinvn^thwi\-a-»v^-Q 4. 
dlhvdro-2fA1. 4-benzothiazine-6-sulfQnamiHr ^ ■■umYifemytf j 0x0 

To a solution of 2-[1-(6-methoxynaphthyrldin-4-yl)piperidln-4-yl]ethylamlne (1 .04 
mmole) in CH2CI2 (20 nr.L) was added 3-oxo-3.4-dihydro-2H-benzo[1 .4]thlazine-6-8Ulfonyl 
chloride (0.16 g. 0.63 mmole). After 24h at RT, the reaction solution was concentrated in 
vacuo. The remaining solid was purified on silica (CHCIa/MeOH containing 5% NH4OH. 
9:1) to give the title compound as an off-white solid (0.39 g, 78%): 'H NMR (400 IVIHz, 
CDCI3) 5 8.64 Hz (br s. IN.). 8.54 Hz (d, J= 5.8 Hz. 1 H), 8.38 (d. J= 9.0 Hz), 7.49 (m. 
2H). 7.13 (d. J= 9.0 Hz, 1H). 6.86 (d. J= 5.8 Hz. 1H), 5.07 (m. 2H). 4.57 (m, 2H). 4.04 (s. 
3H). 3.50 (s, 2H), 3.08 (m. 4H), 1.92 (m. 2H), 1.58 (m. 4H). LC-MS (ES) m/e 514 (M + 
H)+ 

Example 28 

3-OXO-3.4-dlhvdro-2H.DvriHnf.': t.2-biri.41thia7ine-6-carbQyami;i^ ^' 

a) . N-methvl-2-{1-r6-(methvioxv)-1.5-naDhthvririin- 4 -vn-4-DiDeririinv»ethanaminft 

To a solution of {2-[1-(6-methoxynaphthyridin-4-yl)piperidin-4-yl]ethyl}carbamic 
acid tert-butyl ester (4.22 g, 10.9 mmole) In THF (75 mL) was added LiAIH4 (6-1 mL. 1 M 
in THF). The reaction contents were heated to 60 "C for 18 h and the allowed to cool to 
RT. The reaction was quenched sequentially with HgO (0.25 mL), IN NaOH (0.5 mL) and 
H2O (0.6 mL). The slurry was filtered through a sclnter-glass funnel (EtgO), concentrated, 
and the remaining yellow oil was used without further purification: LC-MS (ES) m/e 301 
(M+H)+. 

N-methvl-/V.(2-{1-f6-(methvloxvV1.5-naDhthvriH 

3.4-dlhVdro-2^^Pvridor3.2-biri41thia2me-R-r!arh;;;;^;^^ ^' ° 

Toasolutlonof/V-methyl-2-{1-[6-(methyloxy)-1.5.naphthyridin-4-yl]-4-piperidiny|} 
ethanamlne (0.21 g. 0.71 mmole) In DMF (20 mL) was added HOBt (0.1 1 g. 0.78 mmole), 
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EDO (0.15 g, 0.78 mmole), difsopropylethylamlne (0.13 mL, 0.78 mmole) and 3-oxo-3,4- 
dihydro-2H-pyrido[3.2-d][1,4]thiazlne-6-carboxylic acid (0.15 g, 0.71 mmole). After 12 hr 
at RT, the reaction contents were concentrated under vacuum and purified on silica gel 
(CHCl3/MeOH containing 5% NH4OH. 9:1) to give the title compound (0.19 g, 55 %) as 
an off-white solid: 1h NMR (400 MHz. CDCI3) 8.52 (m. 1H). 8.24 (m. 1H), 8.03 (m. 1H). 
7.75 (d, J= 8.0 Hz. 1H). 7.29 (d. J= 5.6 Hz. 1H), 6.86 (d. J= 5.6 Hz. 2H). 4.04 (s, 3H), 
4.79 (m. 2H), 4.69 (m, 2H). 3.56 (s. 2H). 3.15 (m, 2H), 2.96 (m. 2H). 2.91 (m. 2H), 2.77 
(m. 5H). LC-MS (ES) m/e 493 (M + H)+. 



Example 29 



Preparation of /V-methvl-/\A-(24 1-r6-rmethvl o xvVl ■5-naDhthvridin-4-vn-4-DiDeridinvnethvn- 
3-oxo-3.4-dihv dro-2f^1.4-benzothiazin6-6-su|fo;;^^ JUSlLUOi- 

According to the procedure for Example 2, except substituting A^methyl-2-{1-[6- 
(methyloxy)-1,5-naphthyridin-4-yl]-4-plperidinyl}ethanamine (0.18 g. 1.0 mmole) for 2-[1- 
(6-methoxynaphthyridln-4-yl)piperidin-4-yl]ethylamlne. the title compound (0.41 g. 78 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCl3/MeOH, 9:1. containing 5% NH4OH): 1h NMR (400 MHz. CDCI3) 8-51 (d. J = 5.6 
Hz, 1H). 8.24 (d. J= 8.1 Hz. 1H). 7.49 (d. J= 8.1 Hz, 1H). 7.42 (d, J= 8.1 Hz, 1H). 7.10 
(d. J= 9.0 Hz. 1H), 6.86 (d, J= 5.6 Hz, 2H). 4.41 (m. 2H). 4.06 (s, 3H). 3.51 (s. 2H). 3.13 
(m. 2H), 2.96 (m. 2H). 2.78 (s. 3H), 2.00 (m, 2H). 1.72 (m, 1H), 1.65 (m, 2H). LC-MS (ES) 
m/e 528 (M + H)+. 



Example 30 



Preparation of /N/-(2- { 1 -r3-ohloro- 6- ( me t hvloxv)-1 .5-naDhthvridin-4-vn-4-DiDeridinvllethvlU'^- 
OXO-3.4-dihvdr o-2H-1.4-benzothiazlne-6-sulfoni;;^ V'"YifeinYi> j 

According to the procedure for Example 2, except substituting (2-{1-[3-chloro-6- 
(methyloxy)-1,5-naphthyridin-4-yl]-4-piperldinyl}ethyl)amine (0.89 mmole) for 2-[1-(6- 
methoxynaphthyridin-4-yl)piperidin-4-yl]ethylamlne, the title compound (0.43g. 88 %) was 
prepared as an off-white solid following flash chromatography on silica gel (CHCIs/MeOH, 
9:1. containing 5% NH4OH): ^H NMR (400 MHz. CDCI3) 5 8.55 (s, 1H), 8.45 (d, J= 5.3 
Hz. 1 H). 8.13 Hz (d, J = 9.0 Hz. 1 H), 7.50 (m, 2H), 7.05 (d. J = 9.0 Hz. 1 H), 4.41 (m. 2H). 
4.04 (s. 3H). 3.51 (s. 2H). 3.13 (m. 2H), 2.95 (m, 2H). 2.79 (s, 3H), 1.95 (m. 2H). 1.65 (m, 
1H), 1.58 (m, 4H). LC-MS (ES) m/e 548 (M)+. 
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Example 31 

a) 



2.2.2-trifluoro-N-fP-r4-(^^^^^^ 

To solution of 1.1.1-trifluoro./V.(2-pfperazln-1-ylethyl)acetamide (2.2 g. 9 73 
mmole) in DMF (5 mL) at RT was added 1 1.1-trifluoromethanesulfon,c acid 6- ' 
methoxy[1 .5]naphthyridin-4-yl ester (3.0 g. 9.73 mmole) and triethylamlne (1.63 mL. 1 1 68 
mmole). After 18 hr at 100 °C. the reaction solution was concentrated under vacuum and 
purrfied on silica gel (CHCIa/MeOH. 9:1. containing 50/0 NH4OH) to give the title 
compound as an off-white solid (2.70 g. 72 %): LCIVIS (ES) m/e 384 (M + H)+. 

2-r4-(6-methoxvauinolin./i-yi) p{ pera2in-i-Yq «fhyic»,;»^ 

To solution of 2.2.2-trifIuoro-N-{2-[4-(6.methoxyqulnolln-4.yl)pipera2in.1-y|l 
ethyl}acetamide(1.1l g. 2.9 mmole) in methanol (50 mL) at RT was added KoCOa (2 0 
g. 14.5 mmole) and HgO (25 mL). After 18 hr at RT. the reaction solution was 
concentrated under vacuum and purged on silica gel (CHCIa/MeOH. 9:1. containing 5% 
NH4OH) to g,ve the title compound as a thick oil (0.75 g. 90 %): NMR (400 MHz 

7ZTj\": ' ' ^H). 7.32 (m. 

2 58 Tj 6 1' "-^^ ' ^">' ^-^^ 4H). 

2.58 (t. J = 6 Hz, 2H). and 1 .62 (s. 2H). 



25 c) 



30 



35 



To a solution of 2-[4.(6-methoxyqulnolin.4.yl)plperazln-1.y|]ethylamine (0.22 g 
0.77 mmole) in DMF (20 mL) was added HOBt (0.1 1 g. 0.85 mmole). EDC (0.1 6 g 0 85 
mmole). dilsopropylethylamlne (0.15 mL. 0.85 mmole) and 3.oxo.3.4-dlhydro.2/^ ' " 
pyr.do[3.2-/,][l .4]thlazine.6-carboxyllc acid (0.16 g. 0.77 mmole). After 12 hr at RT the 
reaction contents were concentrated under vacuum and purified on silica gel ' 
(CHCl3/MeOH containing 5% NH4OH. 9:1) to give the title compound (0.26 g. 71 %) as 
an Off-white solid: 1h NMR (400 MHz. CD3OD) 8.51 (d. J= 6.9 Hz. 1H). 8.25 (d J= 9 2 
HZ. 1H). 7.92 (d. 7.9 Hz. 1H). 7.75 (d. 7.9 Hz. 1H). 7.46 (d. 9.2 Hz. 1H)' 7.34 
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(d. J= 6.9 Hz. 1H). 4.09 (s. 3H). 3.89 (m. 2H). 3.70 (m. 2H). 3.65 (m. 2H). 3.50 (m. 2H). 
3.47 (m. 2H). 3.01 (m, 2H). 2.92 (m, 2H). LC-MS (ES) m/e 480 (M + H)+. 

Example 32 

Preparation of W-methvl-/V-r2-l4-r6-^methvln x v).1 .S-naDhthyridin-^-vll-l-pin erazinynBthx/h- 
3-oxo-3.4-dihvdro-2A^pvridor3p Jfeiri.41thiazinfi.6l(^rboxarnlde raziny,\emy\) 

According to the procedure for Example 6, except substituting A^methyl-2-{4-I6- 
(methyloxy)-1 .5-naphthyridin-4-yl]-l-piperazinyI}ethanamine (0.17 g, 0.57 mmole) for 2-[4- 
(6-methoxyquinolin-4-yl)piperazin-1-yl]ethylamine, the title compound (0.18g, 65 %) was 
prepared as an off-white solid following flash chromatography on silica gel (CHCIg/MeOH, 
9:1. containing 5% NH4OH): NMR (400 MHz. CDCI3) 58.54 Hz (m. 1H). 8.27 Hz (m, ' 
1H), 8.04 (m, 1H), 7.75 (d. J= 7.9 Hz. 1H). 7.12 (d, J = 9.2 Hz. 1H). 6.86 (d. J= 5.4 Hz, 
1H), 4.05 (s. 3H). 3.79 (s, 2H), 3.70 (m. 2H), 3.52 (s. 3H). 3.17 (m. 2H). 3.02 (m. 2H), ' 
1.95 (m. 2H). 2.87 (m. 4H). LC-MS (ES) m/e 494 (M + H)+ 

Example 33 

Preparation of A^methvl-A^ ( 2 -f4-r6-fme th v lo xv) -1■5-naDhthvrldin-4-^^^-1-pipera^invl^Ath^ 
3-oxo-3.4-dihv dro-2H-1.4-hRnzothia2ine-fi-sulfonamide ' ^' 

According to the procedure for Example 2, except substituting methyl (2-{4-[6- 
(methyloxy)-1.5-naphthyrldln-4-yl].1-plperazlnyl}ethyl)amine (0.30 g, 1.0 mmole) for 2-[1- 
(6-methoxynaphthyridin-4-yl)plperidin-4-yl]ethylamine, the title compound (0.45g, 85 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCIa/MeOH, 9:1. containing 5% NH4OH): ^H NMR (400 MHz. CDCI3) S 8.70 (m, 1H). 
8.54 Hz (d. J= 5.3 Hz. 1H), 8.27 Hz (d. J= 9.0 Hz, 1H). 7.50 (m. 2H). 7.12 (d. J= 9.1 Hz. 
1H), 6.86 (d, J= 5.3 Hz, 1H), 4.04 (s. 3H), 3.76 (s, 3H). 3.51 (m. 2H), 3.29 (m, 2H). 2.85 
(m. 8H), 2.75 (m. 2H). LC-MS (ES) m/e 529 (M)+. 

Example 34 

dihvdro-2H -1.4-ben2othiazine-6-sulfonamide 

According to the procedure for Example 2. except substituting (2-{4-[6- 
(methyloxy)-1,5-naphthyridln-4-yl]-1-plperazlnyl)ethyl)amlne (0.15 g. 0.52 mmole) for 2.[1. 
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(6-methoxynaphthyridin-4-yl)piperldin-4-yl]ethylamine, the title compound (0.24 g, 91 %) 
was prepared as an off-white solid following flash chromatography on silica gel 
(CHCl3/MeOH. 9:1. containing 5% NH4OH): NMR (400 MHz, CDCI3) 5 8.52 Hz (d, J= 
5.3 Hz, 1H), 8.24 Hz (d, J= 9.0 Hz. 1H). 7.50 (d , J= 8.2 Hz. 1H). 7.43 (d, J= 8.2 Hz. 1H), 
7.10 (d. J= 9.1 Hz, 1H), 6.86 (d, J= 5.3 Hz, 1H), 4.41 (m, 2H), 4.04 (s, 3H). 3.51 (s, 2H), 
3.13 (m. 2H). 2.95 (m, 2H). 2.79 (s. 3H), 1.95 (m, 2H), 1.65 (m, 1H), 1.58 (m, 4H). LC-MS 
(ES) m/e 528 (M)+. 



Example 35 



vUethvUamino1methvi^2H-nvri dor3.2-biri.41thiazln-3f4H^-one 

a) j '^^b^^tete ^^^^^^'^^"^'^°^^^^'"^ ° "^'^°'^^^'^^'^^a'^vdro-1 H-l ,4-diazeDine- 

1.1-dimethylethyl hexahydro-1^-1,4-dlazepine-1-carboxylate (5.10 g., 25.50 
mmoie), carbobenzyloxyglycine (5.86 g., 28.00 mmole) and l-hydroxybenzotrlazole 
hydrate (3.80 g., 28.00 mmole) were dissolved in dichlorom^ethane ( 100 mL) and treated 
with N,N-diisopropylethylamine (8.89 ml, 51.00 mmole) and then 1-(3- 
dimethylaminopropyl).3-ethyl-carbodiimide hydrochloride (5.37 g., 28.00 mmole). The 
reaction was stirred under nitrogen overnight at room temperature. The reaction was then 
diluted with dichloromethane (250 mL) and then washed with water (2 x 250 ml) and brine 
(150 mL). The organic layer was dried over anhydrous potassium carbonate and 
concentrated in vacuo. The crude product was purified by silica gel chromatography with 
25% ethyl acetate/hexanes to obtain the title compound ( 9.00 g., 90%) as a clear oil: 
LC/MS (ES) m/e 392 (M + H)+ 

^) Benzyl r2-(hexahvdro-1 H-1 .4-diazeDln-1-vh-2-oxoethvncarbamate 

1,1-dimethylethyl 4-(A/-{[(ben2yl)oxy]carbonyl}glycyl)hexahydro-1 H-1 .4-dlazepine- 
1-carboxylate (9.00 g., 23.00 mmole) was dissolved in dichloromethane (150 mL) and 
treated with TFA (100 mL, 1298.25 mmole) for three hours at RT. Then the reaction was 
concentrated in vacuo, dissolved in dichloromethane (100 mL) and treated with 4M HCI in 
dioxane (23.00 mL, 92.00 mmole) for one hour at RT. The reaction was then diluted with 
dichloromethane (250 mL) and then washed with 2N NaOH (2 x 250 ml) and brine (150 
mL). The organic layer was dried over anhydrous potassium carbonate and concentrated 



55 



wo 2004/087145 PCT/US2004/009371 

in vacuo. The crude product was purified by silica gel chromatography with 10% 
methanol/chloroform. containing 5% ammonium hydroxide in the methanol, to obtain the 
title compound (6.30 g.. 94%) as a dear oil: LC/MS (ES) m/e 292 (M + H)+. 

Benzyl f2-rhexahvdro-1 Mi . 4-dia2epin-i-y|)ethvncarbamfltft 

Benzyl [2-(hexahydro-1/y.1,4<lia2epin-1-yl)-2-oxoethyl]carbamate (6.30 g.. 21.60 
mmole) was dissolved in anhydrous THF (150 mL) and cooled to 0°C under nitrogen. The 
solution was then treated with a 1M lithium aluminum hydride solution In THF ( 43.20 mL. 
43.20 mmole) for one hour at 0»C and then the reaction was quenched with water (3.10 
mL) and 1N NaOH (0.75 mL). The resulting suspension was filtered through Celite™ in a 
sintered glass funnel. The filtrate was dried over anhydrous potassium cariaonate and 
concentrated in vacuo. The cmde product was purified by silica gel chromatography with 
10% methanol/chloroform. containing 5% ammonium hydroxide in the methanol, to obtain 
the title compound (5.00 g.. 83%) as a yellow oil: LC/MS (ES) m/e 278 (M + H)+. 

^> ^^^^^^^^^ ^'^'''^^^ .5-naphthvrldin-4-vnh«v.hvH . o-i H.^ ■4-Hr«..pin.i . 

Benzyl [2-(hexahydro-1«.l.4-dia2epin-1.yl)ethyl]carbamate (3.70 g.. 13.33 mmole) 
and 6-(methyloxy)-1.5-naphthyridin-4-yl trifluoromethanesulfonate (4.10 g.. 13.33 mmole) 
were dissolved in anhydrous dimethylfomiamide (10 mL), treated with 
dilsopropylethylamine (3.50 mL, 20.00 mmole) and heated to 95<>C under nitrogen over 48 
hours. The solution was cooled and concentrated in vacuo. The crude product was 
purified by silica gel chromatography with 1 0% methanol/chlorofomi to obtain the title 
compound (2.0 g., 34%) as a brown waxy solid: LC/MS (ES) m/& 436 (M + H)+. 

®) (2-f4-r6-(methvloxv)-1 ,5-naphthvridin-4-vnhft x ahvdro-1 H-'i , 4-diazeDin-l-xW\ 
ethvl^amine hydrochloride ^ ^ ^ 

Benzyl (2-{4-[6-(methyloxy)-1 .5-naphthyridin-4-yl]hexahydro-1 H-^ .4-diazepin-1 - 
yl}ethyl)carbamate (1.00 g.. 2.30 mmole), 4M HCI in dioxane (0.60 mL. 2.30 mmole) and 
Pearlman's catalyst (0.35 g.) were suspended in ethanoi and placed under 50 p.s.i of 
hydrogen for two hours. The suspension was filtered through Cellte™ in a sintered glass 
funnel and the filtrate was concentrated in vacuo to obtain the title compound (0.60 g., 
87%) as a yellow solid: LC/MS (ES) m/e 302 (M + H)+ 



56 



wo 2004/087145 PCT/US2004/009371 
^ 6-fr(2-(4-r6-(methvloxv)-1 .5-naphthvridin-4-vl l hexahvdrn-i H-i ,4-Hi«^^p}n_., ..n 

(2-{4-[6-(methyloxy)-1 ,5-naphthyridln-4-yl]hexahydro-1 H-1 .4-diazepin-1 - 
yl}ethyl)amlne hydrochloride (0.60 g. 1.77 mmole) and 3-oxo-3.4-dihydro-2Ay-pyrido[3,2- 

.41thiazlne-6-carbaldehyde (0.35 g. 1 .77 mmole) were dissolved in a mixture of 
dichloromethane (30 mL) and ethanol (20 mL) and treated with anhydrous sodium sulfate 
(0.10 g.) and dilsopropylethylamine (0.62 mL, 3.55 mmole) under nitrogen at room 
temperature over eighteen hours. The reaction was then treated with sodium borohydride 
(0.070 g.. 1.77 mmole) for one hour at room temperature. The solution was then 
concentrated in vacuo and purified by silica gel chromatography with 1 0% 
methanol/chlorofomi. The compound was dissolved in dichloromethane ( 40 mL) and 
treated with 4M HCI In dioxane (1 .30 mL) for 30 minutes and then concentrated in vacuo 
to obtain the title compound ( 0.20 g.. 24%) as an off white solid: NMR (400 MHz. 
DMSOKls) S8.60 (d. J = 5.6 Hz. 1H). 8.44 Hz (d, J= 9.0 Hz. 1H). 7.95 Hz (d. J= 8.9 Hz. 
1H). 7.55 (d. J = 9.0 Hz, 1H), 7.27 (d. J= 5.6 Hz. 1H). 7.17 (d. J = 5.3 Hz. 1H). 4.25 (s. ' 
2H), 4.04 (s. 3H). 3.40-3.75 (m. 16H). LC/MS (ES) m/e480 (M + H)+. 



Example 36 



°^ ^-(2-i4-f6-(methvloxvVl.5-nan h thvridin-4-vl]hexahvdro-1 H-i 4-diazeDin-1 - 
Vllethyl)-3-oxo-3.4-d ihv;dro-2H .14- h>^^^^^^^^^ 

^> !^i;g,'^t^^"^"'f yYl^^J'"* ■5-"'='r)hthvridin-4-vnh»v^h v dro.l H-1 4-di..^ f..n-i -y.i 
ethy!h3:ffi<o-3.4-dihvdro-PH.i:4-ben;oth^^ 

(2-{4-[6-(methyioxy)-1 ,5-naphthyridin-4-yl]hexahydro-1 H-1 ,4-dlazepin-1 - 
yi}ethyl)amine hydrochloride (0.32 g.. 0.96 mmole) and 3-oxo-3,4.dihydro-2/^pyrido[3,2- 
b][^ ,4]thia2ine-6-sulfonyl chloride (0.25 g.. 0.96 mmole) were dissolved in 
dichloromethane (25 mL) and treated with dlisopropylethylamlne (0.34 mL. 1.92 mmole) 
under nitrogen at room temperature over eighteen houra. The solution was then 
concentrated in vacuo and purified by silica gel chromatography with 10% 
methanol/chlorofomi. The compound was dissolved in dichloromethane (40 mL) and 
treated with 4M HCI in dioxane (0.20 mL) for 30 minutes and then concentrated in vacuo 
to obtain the title compound (0.22 g.. 38%) as an off white solid: ^H NIVIR (400 MHz. 
DMSO-d6) 5 8.55 (d. J = 7.1 Hz. 1H). 8.44 Hz (d. J= 9.1 Hz. 1H). 7.55 (m. 2H). 7.41 (s. 
1H).7.39(d. J=9.0Hz.1H).7.11 (d. J= 7.1 Hz. 1H). 4.00 (s. 3H). 3.61 (m. 2H). 3.61 (m. 
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4H), 3.31 (m, 4H), 3.15 (m. 2H), 2.62 (m, 2H), 2.31 (m. 2H). LC/MS (ES) m/e 529 (M + 
H)+ 

Example 37 

Preparation of Q-i\(2-m S.4S)-5-r6-fmethvloxvVl ■5-naDhthvridin-4-vn-2.5- 

diazabicvclof2.2.nheDt-2-v»ethvham ino1methvl^-2H-DvridQr3.2-b1f1.41thiazin-3f4H^-one 
trihvdrochloride — 

a) 1 .1-dimethvl ethvl (1 S.4S^-5-f /V-frbenzvloxvTcarbonvllalvcvl>-2.5- 
diazabicvclor2.2.nheDtane-2-carboxvlate 

1,1-dimethylethyl (1S,4S)-2,5-dia2abicyclo[2.2.1]heptane-2-carboxylate (1.00 g., 
5.0 mmole), carbobenzyloxyglycine (1.05 g., 5.0 mmole) and l-hydroxybenzotriazole 
hydrate (0.75 g., 5.5 mmole) were dissolved In dichloromethane (25 mL) and treated with 
N.N-dlisopropylethylamine (0.97 ml, 10.0 mmole) and then 1-(3-dimethylaminopropyl)-3- 
ethyl-carbodilmide hydrochloride (1.06 g., 5.5 mmole). The reaction was stirred under 
nitrogen overnight at room temperature. The reaction was diluted with dichloromethane 
(50 mL) and then washed with water (2 x 50 ml) and brine (50 mL). The organic layer was 
dried over anhydrous potassium carbonate and concentrated in vacuo. The crude 
product was purified by silica gel chromatography with 10% methanol/chioroform to obtain 
the title compound (1 .80 g., 92%) as a clear oil: LCMS (ES) m/@ 390 (M + H)+. 

b) 1 .1-dimethvlethvl (1 S.4S^- 5-r2-afbenzvioxv1cari3onv!laminotethvn-2.5- 
diazabicvclor2.2. 1 lheDtane-2-carbQxylatfl 

1 ,1-dimethylethyl (1 S.4S)-5-(A/-{[benzyloxy]carbonyl}glycyl)-2,5- 
diazabicyclo[2.2.1]heptane-2-carboxylate (1.80 g., 4.6 mmole) was dissolved in 
anhydrous THF (50 mL) and cooled to 0°C under nitrogen. The solution was then treated 
with a 1M lithium aluminum hydride solution in THF (9.20 mL, 9.20 mmole) for one hour at 
0*C and then the reaction was quenched with water (0.70 mL) and IN NaOH (0.20 mL). 
The resulting suspension was filtered through Celite™ in a sintered glass funnel. The 
filtrate was dried over anhydrous potassium carbonate and concentrated in vacuo. The 
crude product was purified by silica gel chromatography with 10% methanol/chioroform, 
containing 5% ammonium hydroxide In the methanol, to obtain the title compound (0.90 
g., 52%) as a clear oil: LC/MS (ES) m/e 376 (M + H)+. 
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°) benzyl f2-r(1 g.4S)-2.5-dia2ahicvclor2.2,iih Q Dt-2-vn6thvncarbamate hx/drnrhinririft 



1 ,1 -dimethylethyl (1 S,4S)-5-[2-({[benzyloxy]carbonyl}amlno)ethyl]-2.5- 
diazablcycIo[2.2.1]heptane-2-carboxylate (0.90 g., 2.40 mmole) was dissolved In 
dichloromethane (25 mL) arid treated with 4M HCI In dioxane (10.00 mL, 40.00 mmole) for 
three hours at room temperature. The solution was concentrated in vacuo to obtain the 
title compound (0.66 g., 88%) as an off white solid: LC/MS (ES) m/e 276 (M + H)+. 

^) benzyl (2-f H S.4S^-5-r6-^m ethvloxv^-1 .5-naDhthvridin-4-vn-P s- 
diazablcvclof2.2.nheDt-2- viiethvhfiarha"mate 

Benzyl {2-[(1S,4S)-2.5-dlazablcyclo[2.2.1]hept-2-yl]ethyl}carbamate hydrochloride 
(0.66 g, 2.11 mmole) and 6-(methyloxy)-1,5-naphthyridin-4-yl trifluoromethanesulfonate 
(0.74 g, 2.40 mmole) were dissolved in anhydrous dimethylformamlde (10 mL), treated 
with triethylamine (1.67 mL, 12.00 mmole) and heated to 9CPC under nitrogen over 18 
hours. The solution was cooled and concentrated in vacuo. The crude product was 
purified by silica gel chromatography with 10% methanol/chloroform to obtain the title 
compound (0.25 g, 27%) as a brown oil: LC/MS (ES) m/e 434 (M + H)+ 

®^ <?;t!2^:'^^:^'?"<'^®*'^y'°^)-'''5-riaphthyridin-4-yl]-2,5-diazabicyclo[2.2.1]hept-2- 
yl}ethyl)amine hydrochloride 

Benzyl (2-{(1 S,4S)-5-[6-(methyIoxy)-1 .5-naphthyridin-4-yl]-2,5- 
diazabicyclo[2.2.1]hept-2-yl}ethyl)carbamate (0.25 g, 0.57 mmole). m HCI in dioxane 
(0.14 mL, 0.57 mmole) and Pearlman's catalyst (0.20 g.) were suspended in ethanol and 
placed under 50 p.s.l of hydrogen for three hours. The suspension was filtered through 
Cellte™ in a sintered glass funnel and the filtrate was concentrated in vacuo to obtain the 
title compound (0.10 g., 52%) as a white solid: LC/MS (ES) m/e 300 (M + H)+ 



0 .^"^[(^'ji''.f ''^^"^'^^^'^Q^'^v'oxv^-'' 5-naDhthvridin-4-vn-g fi - diazabicvclofP P 1 ihAot- 
2-yl)ethvl)aminolmethv»-2H-Pvridor.'^. 2-M1 ■41thia2in-3MHt-one trihvrirnnh»»riHo 

(2-{(1 S,4S)-5-[6-(methyloxy)-1 ,5-naphthyridln-4-yl]-2,5-diazablcycio[2.2.1 ]hept-2- 
yl}ethyl)amine hydrochloride (0.10 g., 0.30 mmole) and 3-oxo-3,4-dihydro-2A/-pyrido[3,2- 
/3][1.4]thiazine-6-carbaldehyde (0.060 g. 0.030 mmole) were dissolved in a mixture of 
dichloromethane (10 mL) and ethanol (10 mL) and treated with anhydrous sodium sulfate 
(0.10 g.) and diisopropylethylamine (0.05 mL, 0.060 mmole) under nitrogen at room 
temperature over eighteen hours. The reaction was then treated with sodium borohydride 
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(0.01 1 g., 0.30 mmole) for one hour at room temperature. The solution was then 
concentrated in vacuo and purified by silica gel chromatography with 10% 
methanol/chloroform. The compound was dissolved in dichloromethane (20 mL) and 
treated with 4M HCI in dioxane (0.25 mL) for 30 minutes and then concentrated in vacuo 
5 to obtain the title compound (0.08 g., 27%) as an off white solid: NMR (400 MHz. 

DFVISO-de) 8 10.97 (s. 1H). 9.82 (br s. 1H). 8.55 (s. 1H). 8.37 (s. 1H). 7.90 (d. J = 7.9 Hz. 
1 H). 7.55 (d, J = 8.6 Hz. 1 H). 7.24 (d. J = 8.1 Hz. 1 H). 6.90 (m. 1 H). 4.78 (s. 1 H). 4.26 (s. 
2H), 4.02 (s. 3H). 3.60 (s. 2H). 3.17-3.57 (s, 11H) LC/MS (ES) m/e478 (M + H)+. 

""^ Example 38 

°^ fi-f{?-r4-Hvdr0XV-1.(6-mBth0XV-ri ■51nP.nhthvr.H. n .4-vh-nin»rirtin.A-w i 1. 

ethvlamino>-methvl)-4-H-nvriri or3.2-biri ■aithia^in-a-^n^ ^^-^ 

2.2.2-trifiuoro-/V^(2-(4-hvdroxv-146-rmethvlnwUi , 5-naDhthvririin.4-^^^ 
Pipendinvl^e thvhacetamirifl ^ — ^ ' ^ 

2.2.2-Trlfluoro-A/-[2-(4-hydroxy-4-piperldlnyl)ethyl]acetamide (0.95 g, 3.95 mmole) 
was dissolved in DMF (7 mL) and 1,1,1-trifluoro-methanesulfonic acid 6-methoxy- 
[1.5]naphthyridin-4-yl ester (1.22 g, 3.95 mmol) and triethylamine (2.8 mL, 19.75 mmol) 
was added to the reaction mixture. The reaction mixture was heated at 90 «C for 18 h and 
then concentrated In vacuo. The crude mixture was purified by silica gel column 
chromatography (50% EtOAc/hexanes - 5% methanol/dichloromethane to yield the title 
compound (1.46 g. 90 %) as a light brown oil: ^H HMR (400 MHz. CD3OD) 5 8.25 Hz (d, 
1H. J = 5.1 Hz). 7.94 Hz (d, 1H. J = 9.1 Hz). 6.95 (d, 1H, J = 9.1 Hz). 6.76 Hz (d. 1H. 5.1 
Hz), 3.91 (m. 3H). 3.89 ( s, 3H), 3.26 (m. 4H). and 1.73 (m. 5H). LC-MS (ES) m/e 399 0 
(M + H). 



20 
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4-(2-Amino-ethvn-1-r6-mftthnxv-ri.51nap hth y ridin-4-vl^.p ipftriri.n.A.»l 

To a round bottom flask equipped with a stirring bar was added 2,2.2-trifiuoro-N- 

{2-[4-hydroxy-1-(6-methoxy.I1,5]naphthyridin-4-yl)-piperidin-4-yl]-ethyl}acetamide (1.4 g. 
28.1 mmole) In methanol (150 mL) and water (30 mL). To this mixture was added 
potassium carbonate (14.1 mmol. 1.94 g). After 18h. the reaction mixture was filtered 
through a pad of Celite and concentrated In vacuo to obtain the title compound as a pale 
yellow oil: LC-MS (ES) m/e 303.2 (M + H). 
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6-({2-r4-Hvdroxv-1-f6-methoxv-ri.51naDhthvridi n -4-vn-^lDeri 
methvh-4-H-D vridor3.2-biri,4]thia2in-3-Qne ^ ^ ^ 

To a stirred solution 4-(2-amino-ethyl)-1-(6-methoxy-[1 .5]naphthyridin-4-yl)- 
plperidln-4-o! (0.435 g, 1.44 mmole) In 40 mL of absolute ethanol and 20 mL of anhydrous 
DCM was added 3-oxo-3.4-dihydro-2 H-pyridoI3.2-b][1,4]thlazlne-6-carboxaldehyde 
(0.279 g. 1.44 mmol) and a spatula of sodium sulfate. The reaction was stirred vigorously 
under nitrogen for 1 8 h then sodium borohydride (1 .44 mmol. 55 mg) was added and the 
reaction was stirred for an additional 2 h. The reaction mixture was filtered to remove the 
solids and the solvent evaporated to a light brown solid. The crude product was purified 
by silica gel column chromatography eluting with 10 % methanoi/dichloromethane (with 
5% NH4OH in methanol) to afford the title compound as the free base (175 mg. 26 %). 
The product was dissolved in DCM and 3 eq. of 1 N HCI in diethyl ether (0.364 mmol. 
0.364 mL) was added. The tris-HCI salt precipitated from the solvent and the solvent was 
removed to afford the title compound as a off white solid (185 mg): 'H NMR (400 MHz. 
CDCI3) 5 8.54 Hz (d. 1H, J = 5.3 Hz), 8.17 Hz (d, 1H. J = 9.1 Hz). 7.61 (d, 1H, J = 7.8 Hz). 
7.08 (d. 1 H. J = 9.1 Hz). 6.97 (d, 1 H. J = 7.8 Hz), 6.90 (d. 1 H. J = 5.3 Hz). 4.09 (m. 2H). ' 
4.06 (s. 3H). 3.86 (s. 2H). 3.51 (m. 2H). 3.41 (m. 2H), 3.04 (m. 2H). 1.90 ( m. 4H). and 
1 .76 ( m, 2H). LC-MS (ES) m/e 481 .2 ( M + H)*. 



Example 39 



Preparation of 6-(f2-f4-Hvdroxv-1-(6-methn w -fi ■51naDhthvridin-4-vh-DiDeridin.4-un- 
ethvlaminol-methvl^-4-H-DvriH or3.2-biri Mnv»y,nJ.r.L Y/MP lain^yn 

According to the procedure for Example 13, except substituting 3-oxo-3.4-dihydro- 
2H-pyrldoI3,2-61[1,4]oxazlne-6-carboxaldehyde (0.18 g, 1.0 mmole) for 3-oxo-3,4-dihydro- 
2«-pyrido[3.2-d]I1,4]thiazlne-6-carboxaldehyde. the titie compound (0.115 mg, 24 %) was 
prepared as an off-white solid following flash chromatography on silica gel (CHCIa/MeOH, 
9:1, containing 5% NH4OH): 'H NMR (400 MHz, CDCI3) 5 8.54 Hz (d, 1H. J= 5.3 Hz), 
8.18 Hz (d. 1H, J = 9.1 Hz). 7.24 (d. 1H. J = 8.1 Hz). 7.08 (d. 1H, J = 9.1 Hz), 6.94 (d,'lH, 
J = 8.1 Hz), 6.90 (d, 1H. J = 5.3 Hz). 4.67 (s. 2H). 4.09 (m. 2H), 4.07 (s. 3H). 3.85 (s. 2H). 
3.51 (m. 1H), 3.41 (m, 2H), 3.04 (m, 2H), 1.90 (m. 4H). and 1.77 (m. 2H). LC-MS (ES) m/e 
465.2 (M + H)*. 
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Example 40 

3-oxo-3.4-dihvdro-2H-1.4-h en20thia2inft-6-sulfonamirifi ^ uniYirBmyiL 

To a stirred solutior) of 2-{4-[6-(methyloxy)-1,5-naphthyridin-4-yl]-1- 
piperazinyDethanol (0.19 g. 0.63 mmole) In CH2CI2 (50 mL) at RT was added 3-oxo-3.4- 
dihydro-2H-ber)zo[1 .4]thia2ine-6-sulfonyl chloride (0.16 g. 0.63 mmole). After 24li at RT, 
the reaction solution was concentrated in vacuo. The remaining solid was purified on silica 
(CHCIg/MeOH containing 5% NH4OH. 9:1) to give the title compound as an off-white solid 
(0.13 g. 40%): NMR (400 MHz. CDCig/CDaOD) 8 8.54 Hz (d. 1 H, J = 5.3 Hz). 8.21 Hz 
(d. 1H. J = 9.1 Hz). 7.57 (s. 2H). 7.47 (s. 1H). 7.21 (d. J = 9.1 Hz, 1H), 7.05 (d. J = 5.3 Hz. 
1 H). 4.14 (s. 3H). 4.12 (s. 2H). 3.57 (s, 2H). 3.52 (m. 2H). 3.48 (m. 3H), 3.22 (m, 2H). 
1 .98 (m. 2H). and 1 .87 ( m. 4H). LC-MS (ES) m/e 530.2 (M + H)+ 

E}»mple 41 

^^'^"^ ^methvloxv^l fi- n aDhthvridin-4-vn-1-DiDeraanvl\Athx/h 
methvl)-2.3-di hvdrori.41dinxinor2.3.clD(/ricii;;r ^ H M^'^^myireinYij oxyi 

®) 7-(bromomethvl)-2.3-dihvd rori.41dioyinnf2.3-clDvririine 

To a stin-ed solution of 2,3-dihydro[1 .4]dioxino[2,3-c]pyridine-7-carbaldehyde (1.0 
g, 6.1 mmole) in EtOH (20 mL) at RT was added NaBH4 (0.23 g. 6.1 mmole). After 2h. 
H2O (2 mL) was added and the reaction solution concentrated in vacuo. The remaining 
solid was passed through a small pad of silica (CH2Cl2/IVIeOH, 9:1) to give a white solid 
that was used directly. 

To a stin-ed solution of 2.3-dihydro[1 .4]dioxino[2.3-c]pyridin-7-ylmethanol (0.77 g. 
4.61 mmole) in CH2CI2 (20 mL) at 0 "C was added PBrg (0.52 mL. 5.53 mmole). After 
24h, The reaction solution was poured onto 10% aqueous NaHCOa. extracted with 
EtOAc. and the organic layer washed with HgO. The organic layer was dried over 
Na2S04 and concentrated in vacuo. The remaining solid was passed through a small pad 
of silica (EtOAc) to give a white solid (0.97 g. 92%) that was used directly. LC-MS (ES) 
m/e 230 (M+). 
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b) 2-f4-r6-f methvloxv^-1 .5-n aDhthvridin-4-vn-1 -Diperazinvllethanol 



To a stirred solution of 6-(methyloxy)-1,5-naphthyridln-4-yl 
trifluoromethanesulfonate (5.0 g, 16.2 mmole) in DMF (10 mL) at RT was added 2-(1- 
piperazinyl)ethanol (2.11 g, 16.2 mmole). After 24h at 100 "C, The reaction solution was 
concentrated in vacuo. The remaining solid was purified on silica (CHCIs/MeOH 
containing 5% NH4OH, 9:1) to give the title compound as an off-white solid (3.82 g, 82%): 
LC-I\/IS (ES) m/e 289 (M+). 



7-(r(2-f4-r6-(methv!oxv^-1 .5-naDhthvrldin-4-vn-1-DlDera2invnethvnoxv1methvll-2.3- 
dihvdrori.41dioxinor2.3-dDvridine 

To a stirred solution of 2-{4-[6-(methyloxy)-1,5-naphthyridin-4-yl]-1- 
piperazinyl}ethanol (0.97 g, 3.39 mmole) in DMF (10 mL) at 0 "C was added 7- 
(bromomethyl)-2,3-dihydro[1,4]dioxino[2,3-c]pyridine (0.78 g, 3.39 mmole). After 24h at 
RT, the reaction solution was concentrated in vacuo. The remaining solid was purified on 
silica (CHCIg/MeOH containing 5% NH4OH, 9:1) to give the title compound as an off- 
whUe solid (0.16 g. 11%): 1h NMR (400 MHz, CDCI3) 8.55 (m, 1H), 8.19 (d, J= 9.0 Hz, 
IN), 8.13 (s. IN), 7.10 (d. J= 9.0 Hz, 1H), 6.99 (s, 1H), 6.87 (d, J= 5.3 Hz, 1H). 4.58 (s, 
2H), 4.35 (m. 8H), 4.04 (s, 3H), 3.76 (m, 4H), 2.88 (m, 2H), 2.80 (m, 2H). LQ-MS (ES) m/e 
438 (M+H)+. 



Example 42 

Preparation of 6-f((1-f6-rmethvloxv^-l , 5 -naDhthvridin-4-vn-4-piperidinvllamino^methvn-2H- 
Pvridof3.2-biri.41thiazin-3r4H)-one 

To 6-(methyloxy)-1,5-naphthyridin-4-yl trifluoromethanesulfonate (1.5 g, 4.87 
mmol) In dry DMF (5 mL) at 25°C was added 1.1-dimethylethyl 4-piperidinylcarbamate 
(975 mg, 4.87 mmol). After 12h at 90'>C, the reaction was cooled, concentrated and 
purified via column chromatography (silica, 1-10% MeOH in DCM) affording 1.1- 
dimethylethyl {1-[6-(methyloxy)-1,5-naphthyrldin-4-yl]-4-piperidinyl}carbamate (1.8 g, 
quant.) as a yellow oil: MS (ES) m/e 359 (M + H)*. 

To 1,1-dimethylethyl {1-[6-(methyloxy)-1,5-naphthyridln-4-yl]-4-piperidinyl} carbamate 
(298 mg, 0.833 mmol) in dry DCM (8.0 mL) at 25°C was added a solution of HCI in dioxane 
(4M, 1.0 mL, 4.17 mmol). After 3h., the solution was concentrated affording the amine salt 
which was used directly in the reductive amination: MS (ES) m/e 259 (M + H)*. 
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To the above amine salt in DCM-EtOH (1:1, 8 mL) were added DIPEA (1 mL, 5.83 mmol), 
Na2S04 (412 mg, 0.412 mmo\) and 3-oxo-3,4-dlhydro-2«-pyrido[3,2-d][1,41thlazlne-6- 
carbaldehyde (162 mg, 0.833 mmol). After 12h., NaBH4 (38 mg, 1.0 mmol) was added 
and the reaction stinred an additional 2h., was concentrated and partitioned between 
5 H2O/DCM. The organic fractions were combined, dried (Na2S04), concentrated and 
purified by column chromatography (silica, 10% MeOH In DCM) affording the title 
compound (362 mg, quant) as a yellow solid: MS (ES) m/e 437 (M + H)*; NMR 
(CDCI3, 400 MHz) 6 8.44-8.46 (bs, 1H), 8.44 (d, J = 5.8 Hz, 1H), 8.20 (d, J = 9.1 Hz. 1H), 
7.61 (d, J = 7.8 Hz, 1H), 7.13 (d, J = 9.3 Hz, 1H), 7.01 (d, J = 7.8 Hz, 1H), 6.86 (d, J = 5.8 
10 Hz, 1H), 4.47-4.50 (m, 1H). 4.04 (s, 3H), 3.65-3.68 (m, 1H), 3.45 (s, 2H), 3.08-3.19 (m, 
3H), 2.19-2.21 (m, 1H), 1.81-2.11 (m, 6H). 

Example 43 

15 Antimicrobial Activltv Assay: 

Whole-cell antimicrobial activity was determined by broth microdiiutlon using the 
National Committee for Clinical Laboratory Standards (NCCLS) recommended procedure. 
Document M7-A6, "Methods for Dilution Susceptibility Tests for Bacteria that Grow 
Aerobically". The compounds were tested in serial two-fold dilutions ranging from 0.016 

20 to16mcg/mL. 

Compounds were evaluated against a panel of Gram-positive organisms, including 
Staphylococcus aureus WCUH29, Staphylococcus epidermis. Streptococcus pneumoniae 
1629, Streptococcus pyogenes CN 10, Enterococcus faecalis 2 and Enterococcus 
faecium. 

25 In addition, compounds were evaluated against a panel of Gram-negative strains 

Including Haemophilus influenzae NEMC1. E. coli 7623, and Moraxella catarrhalis 
Ravasio. 

The minimum inhibitory concentration (MIC) was detenmined as the lowest 
concentration of compound that inhibited visible growth. A mirror reader was used to 
30 assist in determining the MIC endpoint. 

One sl<illed in the art would consider any compound with a MIC of less than 20 
ng/mL to be a potential lead compound. Compounds of the present invention have MIC's 
<20 us/ml versus ail the organisms named above. 
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For instance, Examples 1 to 44, respectively, as Identified in the present 
application had MIC's <20 ixg/m\ versus or when screened against the aforementioned 
organisms above. 

Example 44 

Rat Infection Model 

Certain compounds of this invention were tested in the rat infection model- 
Specific pathogen-free male Sprague-Dawley CD rats were used for all bacterial strains. 
Each therapy group consists of 5 animals. Infection was carried out by intrabronchial 
instillation of 100 ^l bacterial suspension for HJnfluenzae HI 28, and 50 ^il of bacterial 
suspension for S.pneumoniae 1629 via non-surgical intubation. All compounds were 
administered at 1 , 7, 24 and 31 hour post infection via oral gavage. In each experiment, 
an additional group of animals was included and served as untreated infected controls. 
Approximately 17 hour after the end of therapy, the animals were l<illed and their lungs 
excised and enumeration of the viable bacteria was conducted by standard methods. The 
lower limit of detection was 1 .7 loglO CFU/lungs. 

In vivo, activity was observed in infection models in rats versus S. pneumoniae 1629 at 
doses ranging from 25-100 mg/Kg with oral dosing and for some compounds versus H. 
influenzae HI 28 at doses from 25-100 mg/Kg with oral dosing. Certain fomiula (I) 
compounds showed a greater than 2 log drop in viable counts in the lungs compared to 
non-treated controls versus S. pneumoniae 1629, Certain compounds of formula (I) 
showed greater than a 4 log drop in viable counts in the lungs compared to non-treated 
controls versus H. influenzae H 128, The compounds of this invention are particularly 
interesting due to their low toxicity with no toxicity being obsen/ed in rats with dosing twice 
daily for 2 days at 50mg/Kg, 

It is to be understood that the invention is not limited to the embodiments 
illustrated hereinabove and the right is resen/ed to the illustrated embodiments and all 
modifications coming within the scope of the following claims. 
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